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L. HUME HA JIEKAPCTBEHMHNS ITPOJIYKT

ApHnukoH 15 mg Tabnerku
Aripicon 15 mg tablets N3INLNHATENHA ATEHUMR NO EKAPCTBATA

Kpamxa xapaxmepuscmuxka Ha NDOGYXMe - fhnoxm_r
2. KAYECTBEH ¥ KOJMYECTBEH ChCTAB | kow pos e L2070 1 ET
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Bcesika Tabnerka cbabpika 15 mg apununpason (aripiprazolepPaspewerue Ne
E5XAZ 75 -0 Nk

[ [OMOILIHO BELIECTBO C U3BECTHO JEUCTBUE:
U QOODE » Ne sasssesprsesaessassrsssas ...,/...,.__._.,_._,_____,,"___"__
Besika Tabnerka ebabpika 83,94 mg nakrosa MOHOXH/IpaT. - E

3a N'bJIHUAT CITUCBK Ha [HHOMOIUIHHTC BCILICCTBA, BHXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Kbnru, kpbruin Tabnietku ¢ BUTLOHATO penedHo o3Hauenue "CL 75" or eHaTa cTpaHa M IJ1ajgKy OT

Apyrara cTpaHa.
4, K/IMHUYHU JAHHHU

4.1. TepaneBTHYHH NOKA3AHHHA

APHITHKOH € T0Ka3aH 3a JIeYeHUe Ha 1KU30(PeHUS NPH BH3PACTHHU W IOHOLIW HA WU HaA |5 roguHu.
APHIIMKOH € 1T0Ka3aH 3a JIEYEHHEe Ha YMEPEHH 10 T€XKKH MaHUIHHHW €NU301H NPpU OUMNOJISPHO aPpeKTHBHO
pa3CTPOMCTBO W 3a NpPENOTBpaTAiBaHE Ha HOBM MaHMHHH €NU30M TNPU Bb3PacTHHU, KOUTO CTpajiaT
MPEAUMHO OT MAHWHHHU €TIU30/IH, U YHUTO MAHUHWHH EIU30/M CE IMOBJIHUABAT OT JIEYEHHE C aPUITHUIIPA30J]
(BXK. Touka 5.1).

APHUIHKOH € I0Ka3aH 3a JieYeHUe J1o 12 ceAMHUUM HAa YMEPEHH 10 TEXKKH MAHUHHHU €MU30AH MpH
OUMoIApHO apeKTUBHO pazcTpOMCTBO THIT | npw 1oHOIIK Ha ¥ HaJl |3 roauHu (Bx. Touka 5.1).

4.2 Jlo3HpPOBKA H HAYHH HA NPHJI0KCHHE

Jlo3upoBka

Bvspacmnu

[lluzoghpenus:npenopbyBaHaTa HavajJiHa JHEBHa Ji03a apununpazon € 10 mg wam 15 mg, ¢
noJuIbprKalla JIHeBHa J103a 15 mg, npuera BeAHbXK JIHEBHO, HE3ABUCHMO OT XPAHEHETO. APHITHIIPA30J]
¢ edekTHBeH npu jo3a Bapupawa or 10 mg no 30 mg avesHo. He e nabmonaBaHa nosMileHa
€(QEKTHBHOCT IPH J103M MO-BUCOKH OT NperopbyaHaTa JAHEBHA J103a OT |5 mg BLIIPEKH, Y€ NPH OTACTHH
MaLMEHTH TMO- BHUCOKH JI03W MOXE Jla ca OT rnojs3a. MakcumasiHaTa JIHEBHa Jio3a He TpsOBa jia
Haasuiasa 30 mg.

Manuunu enuz00u npu bunonspno aghexmusno pascmpoiicmeo mun I: npernopbyaHaTa HauyajHa
1032 apununpasos € |15 mg, npuioxkeHa BeJAHBXK JAHEBHO, HE3aBUCHMMO OT XPAHEHETO, KaTo
MOHOTEpaIus Uiu kKoMOMHUpaHa Tepanus (BxK. Touka 5.1).

[Ipy HAKOM NALMEHTH MO-BMCOKM JI03W MOXE Jla ca OT noj3a. MakcumaliHaTta JHEeBHA /10332 He
TpsadBa jaa HajBMIaBa 30 mg.

lIpedomepamseane na peyuousu Ha MaHuiHu enuz300u npu GUNOIAPHO AhEeKMUEHO PA3CMPOUCMEO.
3a NpeAoTBpaTdBaHE HAa HOBA MAaHWHWHM €MNHU30/M 1PU TAUMECHTH, TNPUEMAJIK apMUIIMIIPa30/l KaTo
MOHOTEparus WM KOMOMHMpaHa Teparius, JIeYEHHETO [MpO/b/KaBa B CbllaTa 103a.
AHEBHaTa 103MPOBKA, BKJIIOYMTEITHO HaMaJIIBaHE Ha Jlo3aTa, TpsOBa J1a ce OOMUCHAT B
KJIMHUYHOTO ChCTOSIHUE.




ITeouampuuna nonynrayusi

[luszoghpenus npu ionowu na u nao 15 200unu: npenopbyaHaTa /103a Ha apUITUIIPA3o €

10 mg/nHeBHO, NpUIOKEHA BEIHBK THEBHO, HE3aBUCUMO OT XpaHeHeTo. JleueHueTo 3anousa ¢ J103a oT 2
mg (C NOMOLLTA HA MOAXO/IALL JIEKAPCTBEH NMPOAYKT, Ch/IbpKalll ApUITUIPa30Ji) B NPOAb/DKEHHE Ha

2 1HW, TUTPUpaHa 10 5 mg 3a olle 2 AHHM 3a JIOCTUraHe Ha NpenopbyYMTeNHaTa AHEBHa 103a oT 10 mg.
[Tpu HeoOXoaMMOCT, NocieBallo yBeIMUEHHE Ha J103UTe, TpAOBA /1a Cce HANpaBH ChC CTHIKMU OT 5 mg,
Oe3 na ce Ha/iBMILaBa MaKkCMMaJiHaTa JiHeBHa Jio3a oT 30 mg (Bx. Touka 5.1). Apununpason e epukaceH
npu n03u ot 10 no 30 mg/nuesno. He e nHabmonaBana ypesiueHa ehUKaACHOCT NpPHU JHEBHU JI03U MO-
BUCOKH OT 10 mg, BbIIPEKH Y€ HAKOU NMALIMEHTH MOXKE Ja CE€ MOBJIUALT OJ1aroNpUATHO OT MO-BUCOKHTE

JO3H.

APHITHIIPA30J1 HE CE NMpenopbyBa 3a NAUHUEHTH ¢ H30dPpEeHUs Ha Bb3pacT noja | S romnHu,
Mopaju OTCLCTBHE Ha JIAaHHM 3a e(pUKacHOCT KU Oe30nacHoCT (BXK. Cblllo TOYKH 4.8 u 5.1).

Manuiinu enuzoou npu bunonsaprno aghexmusno pazcmpoiicmeo mun I npu onowu na u nao 13 2oounu:
npenopbyMTe/iHATA J103a apununpason € 10 mg npuera BeIHbHK JHEBHO, HE3ABUCUMO OT XPAHEHETO.
Jleuennero TpsabBa ja 3anouyne ¢ 2 mg (C NoMolUTa Ha NOJAXO/SLL JIEKAPCTBEH MPOAYKT, ChAbpKalll
apyIIdnpasofl) 3a 2 JHW, TUTpUpa ce 10 5 mg 3a ouwle 2 JIHMU, 3a Ja ce JOCTHUIHE Npernopb4yMuTe/IHATa
AHeBHa no3a ot 10 mg. [lpoabkurenHocTTa Ha sieyeHueTo TpsOBa 1a € MUHMMaIHATa HeoOXo1Mma 3a
KOHTpOJI Ha cumnromure Oe3 ja Haasuwasa 12 ceamuum. He ce HaGonaBa noBMIlaBaHe Ha
euKacHOCTTa NMpHU 103U 110-BUcOKKM oT 10 mg aHeBHO, a jHeBHA Jio3a oT 30 mg ce CBBLP3BA ChC
CbUIECTBEHO  [10-BHCOKA  YECTOTA HAa  HEXKENAHWUTE  JIGKAPCTBEHW  peaklMH  BKJIKOYHTEHO
eKCTPANUPAMHIAHU CbOUTHS, COMHOJIEHTHOCT, OTNAJHAMIOCT U YBEJIMYEHHE Ha TEraoTo (Bx. Touka 4.8).

[lo Ta3u npuunHa, 1034 no-Bucoku ot 10 mg jHeBHO TpaOBa 1a ce NpunaraT B U3KIIOYUTEIHHU ClIy4Yau
U MPH CTPUKTHO KJIMHWYHO HabmoaeHue (Bx. Toukn 4.4, 4.8 u 5.1).

ColiecTByBa NMOBMILEH PHUCK OT HEXEJIAHW JIEKAPCTBEHH PEAKLMH CBBbP3aHW C apMITMNpa3osl 3a Mo-
MnaauTe naurdeHTy. 1o Tasu npuyunna, apununpasosn He TpsOBa ja ce U3NoJA3Ba MPH NaLUUeHTH noj 13
rOJAMHU (BX. TOYKH 4.8 1 5.1).

Paszopasnumennocm, cévpsana ¢ aymuszvm. 6e30nacHOCTTa U €(PUKACHOCTTA HA APHUITUIIPA30J1 MPH
JI€lla W IOHOWIKW Ha BB3pacT 10 18 roauHM Bce oule He ca ycraHoBeHW. Haimunute 10 MomeHTa
JIAHHH Ca OITMCaHH B TOYKA. 5.1, HO NMpernopbKHU 3a JIO3UPOBKATa HE MOrar j1a O'bJlaT J1a/IEHH.

Tukose, cevpzanu cvc cunopoma na Typem: GezonacHocTTa U e(PUKACHOCTTA HA APUITHIIPA30J MPH
JA€ua W IOHOWIM Ha BB3pAcT oT 6 210 18 roauuHmn Bee oule He ca ycraHoBeHd. Haimuynure 10 MmomeHTa
JJaHHH Ca OINKCAHH B TOYKA 5.1, HO NPENOPHKH 3a JI03UPOBKATA HE MOraT 1a Ob/1aT J1a/ICHH.

Cneyuannu nonyaayuu

Hayuenmu ¢ wepnoOpobno yapexcoaie

He ce Hanara npomsina Ha jlo3aTta Npy NaLUMEHTH C JIEKO JI0 YMEPEHO 4epHOApoOHO HapylueHue. Hama
J0CTaThb4YHO JIJaHHH 3a MPENOPbKU OTHOCHO peXKMMa Ha 103MpaHe MpH NalMEeHTH C TEXKO YBPEXK/1aHe Ha
yepHus Apo0. [Ipu Te3n naunenTH e He06XOAMMO BHUMATEJIHO ONpeaesHe Ha Jo3aTta. Bwnpeku Tosa,
NpU NMAUMEHTHTE C TEXKKO 4€pHOJAPOOHO YBpEekK/1aHe, MaKCUMaJlHaTa JIHEBHa Jio3a oT 30 mg TpsbBa na
Ce npujiara ¢ nNoBUILIEHO BHUMaHUe (BxK. TOYKaS.2).

layuenmu ¢ 6vOpeuno yspesicoane
He ce uznuckBa npomsiHa Ha ji03aTa Npu NauMeHTH ¢ 60peuHo HapylIeHHe.
Cmapuecka év3pacm

He e ycranoseHa 6e3onacHocTTa M epeKTUBHOCTTa Ha apUITMIIPA30J1 3a JIeYEHHE Ha IH30DPEeHUs WU
MaHHHHHU €IHU30/IM TNpU OUNONISPHO aeKTUBHO pa3cTpPOWCTBO THIT | NpH NauMeHTH Ha W
rOAMIIHA Bb3pacT. B pesyarar Ha no-rosisMaTta 4yBCTBUTEJIHOCT Ha Ta3H MOMYyJIALM, 3410
JICYEHHE C TO-HHUCKH JI03M TpsOBa Ja ce uMa NpejiBWA, B Clly4auTe KOrato TOBa
ornpasJaHo (Bxk. To4ka 4.4).




Ilon

He e HeoOxoarMa npomsHa Ha 103ata MpH NalMeHTUTE OT XKEHCKH T0J1 B CpaBHEHHUE C TE€3W OT MbXKKH
(BXK. TOUYKaA 5.2).

Tomiononywene

Mmaliky npeasua MeTabosIMTHUS BT HA apUITMIIPA30J/l, HE CE HaJlara NPoMsiHa Ha Jo03aTra NMpyu Nyulavu
(BK. TO4YKa 4.5).

Aoanmupane na oozama nopadu 83aumooeic meus

B ciyuyaih Ha eanoBpemeHHa yrnorpeba Ha apununpasosi ¢ MOIHHA uHXUOUTOpU Ha CYP3A4 unu
CYP2D6, no3ara Ha apununpa3son TpsOsa na ce peayumpa. [Ipu cnupaHe Ha neyeHHETO ¢ HHXHOUTOPH
Ha CYP3A4 wnn CYP2D6 (M3BaxkaaHeTo UM OT KOMOMHUPAHOTO NEYEHME), J103aTa Ha apuIUnpasos
TpAOBA J1a ce NOBULIM (BXK. TO4YKaA 4.5).

[Ipy €1HOBpPEMEHHOTO NpPHWIOKEHHE Ha apununpaszon ¢ MouHW UHaAYKTOpU Ha CYP3A4, nosara Ha
apununpasosn Tpsabea jga ce nouM. [Ipu cnupaHe Ha neuenwero ¢ uHAykTopu Ha CYP3A4
(M3BaXKJIAHETO MM OT KOMOMHHPAHOTO JIEYEHMUE), Jlo3aTa HA apUIMUNpazon TpsbBa aa ce MOHWXKHU /10
obuyaiiHaTa npenopbuBaHa f03a (BxkK. Touka 4.5).

HayuH Ha [MPpHJTIOHKCHHUC

APHITHKOH TabJIETKH ca 3a NepopaiHO NPHIIOKEHHUE.

Tabnerku, aucneprupauld ce B ycrara WIM TMEpopalieH pa3TBOP MOXKE Ja C€ H3MOoJI3BaT KaTo
aJITEpHAaTUBA HA APUINIMKOH IPH NMALMEHTH, KOUTO UMAT 3aTPYAHCHHUE [PH I'bJTAHETO HA TaDJETKUTE
APHINUKOH (BXK. TOYKa 5.2).

4.3 IlporuBonokazanus

CBpBbXYYBCTBUTEJIHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HSAKOE OT MOMOIIHUTE BELIECTBA,
H306poeHH B Touka 6. 1.

4.4 Cuoenmnajnn npeaynpexacinus H npeanasny MEpKH pH ynorpeba

[lo Bpeme Ha aHTHUNCUXOTHYHOTO JieYEHHE, NOAOOPABAHETO HA KJIMHMYHOTO ChCTOSHHE HA MalMEHTa
MOJKe Jl1a OTHEME OT HSKOJIKO JIHH /10 HAKOJIKO CEJAIMHULIM, KaTO Mpe3 TO3M NEepHo/l NMaluHeHTUTE TpsAOBa J1a
OpaaT noj nocrosHHo HabmoaeHune. CynunaHocTBr3HUKBAHETO HA CYUIIMIHO MOBE/ICHHUE € TIPUCHIILO 33
[CUXHUECKUTE 3a00J19BaHUS U aEKTUBHUTE PA3CTPOMCTBA M B HAKOM CJiyuyad 3a Hero ce cnobllaBa
CKOpPO CJI€Jl 3amno4YBaHE WJIM CJIe/l CMsfHA Ha TeEpanusaTa C AaHTUIICUXOTHULM, BKJIIOYHMTEIIHO H C
apunuripasos (Bx. Touka 4.8). Jleuennero ¢ aHtTuncuxoTuum TpsbBa J1a ce cbmbTCTBA ¢ HabJIIO/IEHUE Ha
BMCOKO-PHCKOBHMTE IMALIUEHTH.

CbpIeYHO-CbAOBH HapylueHUsApununpason TpsbBa jla ce npuiara npeanasivBo Mpu MalMeHTH ¢
JIOKa3aHO CbpACHHO-CBAOBO 3a0o0sisiBaHe (npekapaH MH(apKT HAa MHOKap/1a WM UcxeMHuyHa Oosect Ha
CbPUETO, CBHPACHHA HEAOCTATHLYHOCT WM  HApPYyUICHUS Ha [POBOJAMMOCTTA), MO3bLYHO-CBHJIOBO
3a00/19BaHe, yC/IOBUS, KOMTO OUXa JIOBE/W JI0 MPeJIpa3osoKEHHe KbM XHUIOTOHUA (06e3BOHsABAHE,
XHIOBOJIEMHS U JICYEHUE C AaHTUXMUIIEPTEH3UBHU JIEKAPCTBEHH POAYKTH) WM KbM XUNEPTOHHUS, B TOBA
YUCJIO M 3710KadecTBeHa. ChobuieHu ca ciyyan Ha BeHo3eH TpomOGoembosiu3bm (BTE) npu naumenry,
MpUeMalllh aHTUIICUXOTHYHH cpejIcTBa. T'bH KaTO NpHM T€3M NalMEeHTH YecTo ce HaboaaBaT npuaobuTH
puckoBu ¢akropu 3a BTE, Bcuuku BB3MOXKHM pUCKOBH (akTOopH clie/iBa Aa ObaaT MAEHTHHHLUPAHH
[MPEIH U 10 BPEME Ha TeparivsaTa ¢ apuIiMnpasosl U ia ce npeanpueMar rnpeBaHTHBHH MEPKH.

Y abwmkasane Ha QT-uHTepBasia

[Ipy KJIMHMYHHK NpOyuBaHWs Ha apununpason, yectorara Ha QT yawkaBaHe € OWIIO CPaBHUMO C
niauedo. Apununpasosn TpAabBa 1a ce U3MoJI3Ba Npe/Inas/iuBo MPpH NaLKMEHTH ¢ pamMuiHa 1
QT yabipkaBane (Bxk. Touka 4.8)

TapauBHa JAMCKUHE3Us
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yecTH. [1pu nosBara Ha npuU3HaLKM U CUMITTOMH HaA Tap/IMBHA JIMCKUHE3US TPU MALIMEHTH Ha JieYeHHe
C apununpasoJi, TpsOBa 1a ce 0OMMCIN BL3MOXKHOCTTA 3a HAMAJIIBAHE HA J103aTa WJIK MPEKpaTaBaHe
Ha JIEYEHHUETO. Te3u CUMIITOMM MOXKEe BPEMEHHO Jla CE BJIOLIAT WJIM J1a C€ MOABSAT, JIOPH ClIe/l CIIUpaHe
Ha JIEYEHHUETO.

Jpyru ekcrpanupamMuiHi CUMITTOMH

B KJIMHUYHM NpoyvBaHUs HA apUIUIpPaA30i IMpu Jeua ca HabJlo1aBaHW aKaTH3MA W NMapKUHCOHU3BM.
[Ipy nosisara Ha npu3Haum U cumnroMu Ha Japyru EINC npu naunenTH npuemaiiy ApunukoH, TpsbBa
Ja ce OOMMCIIM Bb3MOXKHOCTTA 32 HaMaJllsBaHe Ha J103aTa H BHUMATEJIHO KIIMHUYHO HabJIoieHKe.

Hepposientuued masiuruex cunjipom (HMQC)

HMC e noreHuMaino (atajieH KOMIUIEKC OT CUMITOMM, CBbP3aH ¢ aHTUNCHUXOTUUM. [IpH KIMHUYHM
Mpoy4BaHUs ca J0oKJaJABaHu peiky cnydan Ha HMC no Bpeme Ha jieueHUe ¢ apuIimnpasoll.

Ksimnnunure npossn Ha HMC ca xunepnupekcus, MycKyJiHa pUrHHOCT, HapylUeH MEHTAJIEH CTaTyC U
JIJaHHH 38 aBTOHOMHA HECTabMIIHOCT (MPOMEHHM B MNyJica U KPbBHOTO HajisiraHe, Taxukapaus, ndadopesa
W CcbpjeuyHa apuTMus). JIOIMBJIHUTEIHO MOXKE Jla ca HaJlMile M TMOBMIIEHW CTOWHOCTH HA KPEaTHH
pocpoknnazara, muorsodunypus (pabjiommonusa) u ocrpa 6s0peuna HepocraTbuHocT. ChobllaBa ce
CbLLO Taka, obave, M 3a MOBHUILIEHH CTOMHOCTH Ha KpeaTHHpOCHOKHHA3a U pabaOMHONIW3A, HE
HenpeMeHHO BBB Bpb3ka ¢ HMC. AKO nauMeHT pa3Bue Npu3HaLM WKW CUMITTOMH, XapakTepHu 3a HMC,
WIM ¥Ma HEOOACHUMO BHCOKa Temnepatypa 0e3 AOMBIHWTE/HH KJIMHWYHH npu3zHaud Ha HMC,
NPUEMDBT HA BCHYKH aHTUIICUXOTHILIH, BKJIIOYUTE/THO apUIKITpa30J1, TpAOBa a ce NpeyCTaHOBH.

["bpuoBe

[Ip¥ KJIMHWYHKA NpOyYBaHHUs ca JIOKJIA/JIBAHW HE YECTH CJIy4au Ha I'bPYOBE MO BPEME HaA JIEYEHME C
apununpa3soJi. ETo 3auio, apununpason tpsOsa jia ce npuiaara ¢ noBUMIIEHO BHUMAHHUE TMPH NaUHEHTH
[peKapajii B MUHAJI0TO €MU30/IM Ha I'bPYOBE UJIK CLCTOSHMSA, CBBbP3aHHU C I'bpUOBE (BXK. Touka 4.8).

[lalMeHTH B cTapyecka Bb3pacT ¢ ICUX03a, CRbP3aHa ¢ JIEMEHIUS

losuwena cmvpmuocm

B Tpu ruianebo-koHTpOSIMpaHH NPOYUBAHKUA HA APMITMIPA30J1 NPU Bb3pacTHU nauueHTH (n = 938,
cpenHa Bb3pacT 82,4 r. or 56 210 99 r.) ¢ ncuxo3sa, cebp3aHa ¢ OosiecTra HA AslLXaWMep, NaUHEHTHTE
JIEKYBaHH C apHITUITPA30/1 ca OMJIM M3JI05KEHH Ha [10-I'0JISM PUCK OT CMBPTHOCT B CPaBHEHHWE C rpynara
¢ naanebo. CMBPTHOCTTA NPH JIEKYBAHUTE C apUIMUIpPa3osl NnauMeHTH € Ouna 3,5% B cpaBHEHHE ¢
1,7% npu rpynara ¢ ruiauebo. Makap, 4e Npu4MHHATE 33 CMBPTTA ca OWIM pa3/iMdHH, MOBEYETO ca
OMJIM CBBP3aHU CBHC CHPACHHO-CHAOBH MHLUMAECHTH (Harp. CcbpJeyHa HEJAOCTATBYHOCT, BHE3arHa
CMBPT) WK HHDEKIIMK (Hanp. MHEBMOHHUS) (BX. Touka 4.8).

Hepebpo-eackyrapnu nedcenanu peaxyuu

B cbmure npoyysaHus ce cbhoOulaBa 3a LepeOpo-BacKyJapHH HEXeJNaHW peakuuu (Hanp. WHCYIIT,
NpeXoJiHa UCXEMHUYHA aTaka), B T.4. U (aTaJiHu UHUM/EHTH (cpeaHa Bb3pact 84 r., or 78 no 88 r.).
Obwo npu 1,3% oT sNekyBaHWTE C apUIIMIIPa3osl MalMeHTH ce chobllasa 3a 1epebGpo-BacKylapHH
HeXeJlaHW peakuMH B cpaBHeHUe ¢ 0,6% nuiauebo-ekyBaHd nauMeHTH. Pa3iMkara He € CTaTHCTHYECKH
3Hauyuma. B eHO KJIIMHKMYHO npoyuBaHe ¢ (UKCHpaHa J103a obaue, ce chboOulaBa 3a 3HaYMMa Bpb3Ka
MEXAY J103aTa U OTIOBOpA M 1IepeOpo-BACKYJIAPHUTE PEAKLIMK MPH MALMEHTH JIEKYBAHU C apUITUNPa3ol
(B>K. TOuKa 4.8).

Apunnnpaaon HC € 110OKd34aH 3a JICHCHHUC Ha INaLUCHTH C NCUX03a BCJICACTBHUE HA JIEMCHILIMA.




XUIepriiuKkeMusl ¥ 3axapeH auader

Mma cboOluleHHst 3a XMNEprjMKeMHus, B HSKOM CJlydad CBbp3aHa C KEToalu/103a M
XUIIEPOCMOJIApHA KOMA WJIK CMBPT, 1IPU [MAUMEHTH JICKYBAHW C ATUITMYHH AHTHIICUXOTHILH,
BKJIIOYHTEJIHO apHUIiunpasosl. PUCKOBUTE (haKTOPHU, KOUTO MOraT /1a JIOBEJIAT MNALUEHTUTE 10 TEXKKH
YCJIOKHEHMS, BKJIIOYBAT 3aT/ILCTABAHE W NpejuinHu 3abosisBaius ot jauaber B cemeicrroro. B
KJIIMHUYHHU TPOYYBAHHUA C apuITMIIpa3osl He ca HabJ0/1aBaHM 3HAYMMH passiMuMs MO OTHOLIEHHE
YeCcTOTaTa Ha HEXKEJIAHUTE peaKllMH, CBbP3aHU C XUMNEPIIIMKEMHUS (BKJIKOYMTETHO 4abeT) UM rno
OTHOLIEHHE Ha aDHOPMHMU JIaboOPATOPHU CTOMHOCTU Ha I'NIMKEMUs B cpaBHeHue ¢ ruanebo. Hama
TOYHH PHUCKOBHM JIaHHW 3@ CBBP3aHU C XMIEPrJIMKCMHUATA HEXKEJAHW PEaKUMH TPU MalMeHTHTE,
JIEKYBaHH C apuIMnpasosl M € JIpyrd aTUINUYHU AHTUIICUXOTHIIM, 3a Jla MOXE Ja Ce HanpaBH
AUPEKTHO cpaBHeHHe. llanuenTure, JIeKYBaHM € HAKAKBUM AHTUICUXOTHULM, BKJIIOYMTETHO W
apununpasos, Tpsabsa na Obaar HabnionaBaHW 3a MPU3HALIM M CHMITOMH Ha XHIEPriIHKEMMS
(Hanp. MOJUAMIICUSA, MOJIMYpHUs, noaudarus U cnabocT), Kato ChCTOSHUETO Ha MALMEHTH CbC
3axapeH Auader UM ¢ pUCKOBHM (hakTOpH 3a 3axapeH juaber TpsOBa pe/lOBHO /1a ¢ce KOHTpOJIUpa,
Mopajiu OrnacHOCT OT BJIOIUABAHHE HA IVIIOKO3HUs KOHTPO.T (BX. To4Ka 4.8).

C BPBbXYHYBCTBHTC/IHOCT

[1pu apununpason morar a Bb3HUKHAT PeakliMK Ha CBPbXUYYBCTBHUTEIHOCT, XapaKTEPHU3UPaLLIH CE C
aJleprM4Hy CUMNTOMM (BXK. TOUKa 4.8).

YBesimyaBpaHe Ha TErJioTo

YBean4aBaHeTo Ha Teryioto ce HabsozaBa yecto 1npu 00HU OoT WH3odpeHus U OUNoJispHa MaHUs
MOpaJiu ChITbTCTBAIIHK 3a00JIIBaHUS, U3I0JI3BAHE HA @HTHIICUXOTHULIM, 38 KOUTO CE€ 3HAEe, Y€ BOAAT J10
YBEJIHYEHO TErJ10, HE3APAaBOCJIOBEH HAYMH HA )KUBOT, KATO MOXE /1a CE CTHUIHE /10 TEXKKH YCI0XKHEHMUS.
3a yBe/MYaBaHe Ha TErJIOTO ce ChoOIIaBa B MOCT-MAPKETHHIOBUA MEPHO/1 NMPH MALIMEHTH, HA KOHUTO €
MpeJINKcal apuIiMnpasoli. AKO MMa TakuBa cllydau, Te ca OOMKHOBEHO MPU NMaLMEHTH CbC 3HAYMTEJIHH
PUCKOBH (DAKTOPH, HATIpUMEP Npe/IMIIHO 3abossBaHe OT aAuaber, HapyllleHHUs Ha LIMTOBM/IHATA XJle3a
WK aZIeHOM Ha Xurnopwu3arta. B KIMHMYHKM Npoy4BaHUs HAMA JIaHHW, Y€ apUIUIIPaA30Jl NPeAU3BUKBA
KIMHUYHO 3HAYMMO YBEJ/IMYAaBAHE HA TErJIOTO IMpPU Bb3pacTHU (BkK. Touka S5.1). B KJIMHWYHM
Mpoy4BaHMs IPH IOHOLWIK ¢ OMNOJISAPHA MaHHUs, aPUITMITPA30J1 C€ CBbP3BA C YBE/IMUABAHE HA TErJ10 CJie/l
4-cenmuyHO sieyenue. IOHomm ¢ GunonspHa manus TpsabGBa a ce npocsieasBaT 3a yBeJIM4aBaHEe Ha
TEr10To. AKO ce Hab/mojaBa KJIMHUYHO 3HAYUMO YBEJIMUEHHE Ha TerjioTo, TpsadBa na ce oOMMCIH

HaMaJiIsBaHe Ha Jl03aTa (BxK. To4ka 4.8).

Hucharus

E3oareanna HenoABWKHOCT M acnvpauus Cce€ CBbLP3BAT C JIGYEHHETO C aAHTHMIICHXOTHLIH,
BKJIIOUHUTEJIHO U C apunUnpasosl. Apununpazon TpsadBa j1a ce W3roJi3Ba npearnasimBo NpH NaumueHTH ¢
PUCK OT acliMpallMOHHA IMHEBMOHHUS.

[1aToI0rH4HO BiIC€YEHUE KbM Xa3apT U JIPYIH pa3CcTPOMCTBA B KOHTPOJIA HA UMITYJICHTE

[lalimeHTHTE MOraT J1a U3NUTBAT NMOBUILIEHU BJIEYE€HUS, OCOOEHO KbM Xa3apT, KAKTO U HEBh3MOXKHOCTTA
3a KOHTPOJI Ha TE3W BJICYCHMs, JIOKATO rpueMar apununpason. Jlpyrure cboOlLUEHU BJieHYEHMUS
BKJIIOYBAT: MOBUIUICHU CCKCYATHU XKEJIAaHHUA, KOMITYJICUBHO la3apyBaHe, NpesKaaHe WK KOMITYJICUBHO
npesJaaHe W Jpyrd BHJIOBE HMITYJICUBHO M KOMITYJICMBHO noBeaeHue. BaxxHOo € nekapwure,
MpEeANUCBallld JICKapCTBOTO, Jla PaslMTBAT MAaLMEHTUTE MM TEXHUTE OOJIHOIrIEAa4u CrneLHaliHo 3a
Pa3BUTHETO HAa HOBO WJIM TIOBHMIICHO BJICYCHHE KbM XasapT, CEKCYAJIHU JKEJIaHUA, KOMITYJICUBHO
nasapyBaHe, NMpes>K/laHe WK KOMITYJICUBHO TpesKiaHe, WKW APYrd BJICYECHHUS 10 BPEME Ha JIEHEHUETO
¢ apununpa3soj. Tpabsa na ce ordenexu, 4e CUMNTOMHUTE HAa Pa3CTPOMCTBA B KOHTPOJIA H

NMpeKparaBaHe Ha BJICHCHHUATA INPH HaAMaAJIsIBAHE Ha Jl03aTa HUJIH CITHpAaHC Ha TIpHUC
PﬂSCTpOﬁCTBﬂTH B KOHTPOJIA HA UMITYJICHTC MOI'aT Jla HABpPCAAT HaA INMalMUCHTA H



Obaar pasnoszHatd. ObMuUciieTe HamasIsIBaHEe Ha J103aTa WM CIIMpaHE Ha JIEKapCTBOTO, aKO NalUHUEHTHT
pa3Bue NMNoA0OHM BICUEHMS, IOKATO MpUEMa apununpaszosn (Bxk. Touka 4.8).

JlakTo3a

To3u nekapcTBeH MNpPOAYKT Chiabpxa Jakrto3a. [laumeHTH ¢ peakd HacneacTBeHM npobiiemMu Ha
raJlakTo3Ha HErnoHOCUMOCT, Lapp-/1akTa3Ha He/I0CTaTbYHOCT WJIM IJIIOKO30-raslakTo3Ha MasiabcopOums,
He TpsAOBa Ja rnpyeMar ToBa JIeKapCTBO.

[TauueHTH cbe cbnbreTBanl ADHD (cuHapoM Ha XUIIEPaKTUBHOCT ¢ AC(PULIMT HA BHUMAHHUETO)

Bunpeku ye OunonspHoro adexruBHo pasctpoictso tan I v ADHD 4ecto ca cwnbTcTBalM
CbCTOSAHHS, €A HAJIMYHU OrPaHHYEHH JIAaHHHU 3a €/IHOBPEMEHHOTO TNPHJIOKEHHE Ha apHUITUIIPa3ofl U
cTuMmynaHTH. [lopaaun ta3u npuurHa Te3u Jiekapersa TpsOBa Jla ce npujarar ¢ 0codeHO BHUMaHHMe,
KOraTto ca B KOMOMHaLUA.

4.5 Bs3aumoaercrsHe ¢ APYrH JICKAPCTBEHH NPOAYKTH H APYrH opMu Ha B3aUMOAeHCTBHE

[lopaau cBOs O,-aJIpeHEPrUyeH pPEeLENnTOPEH aHTaArOHU3IbM, apUITUIIPA30Jl MOXKE J1a YCHIIM edeKTa Ha
HAKOW aHTUXHMITEPTEH3UBHU JIEKAPCTBEHH TMPOJIYKTH.

[Topaau ocHoBHHMA edexT Ha apununpason Bbpxy LIHC, e HeoOxoaumo noBuilleHO BHUMaHHKe
[1IpH MPUIIOKEHHUE HA apUITUIIPA30/1 B KOMOMHALMS C alIKOXOJ1 WIIM APYTH JIEKapCTBa, J1EHCTBALIM
BbpXy [IHC, ¢ noreniasina Bb3MOXKHOCT 3a NOsBa HA HEXEJIAHU JICKAPCTBEHU pPEaKlIMU, KaTo
ceampane (BxK. Touka 4.8).

TpsabBa na ce BHMMaBa MHOro, aKkoO apunUMNpasos ce rpujiara eJIHOBPEMEHHO C JIEKapCTBEHU
MPOJYKTH, NPUYMHABALLM yb/bkaBaHe Ha QT-uHTEepBa)l MK €NEeKTPOJIMTEH AnUcOaslaHc.

Bb3MOXKHOCT 3a Bb3JICUCTBUE Ha APYI'H JICKAPCTBCHH TPOJIYKTH BbPXY aPHUITHIIPA30.1

MHXUOUTOPBT HA CTOMAILIHATA KUCEJMHHOCT, Hy-anTaronucra gaMoTHIMH, HaMaisBa CKOPOCTTa
Ha abcopOuLMs Ha apuITMNpa30J1, HO TO3U €(EKT HAMA KJIMHWYHA 3HAYUMOCT. APHUITUIIPa30J1 Cce
MeTaboIU3Upa Ype3 MHOXKECTBO META0OJIMTHH MbTHILLLA, BKJIIOYBAIIIH €EH3UMHUTE CUCTEMH
CYP2D6 u CYP3A4, no ne 1 CYPIA. ETo 3a110, npu nyiauu He ce Hajlara npoMsiHa Ha Jio3ara.

Keunuoun u opyeu mowgnu CYP2D6 unxubumopu

B KJIMHHYHO Npoy4BaHe Ipu 3/1paBu 100poBosILKA, MOWHHUS HHXHOUTOp HAa CYP2D6 (KBUHHIAKH)
BoaM 10 nosuinasane Ha AUC Ha apununpason ¢ue 107%, nokaro croiiHocTTa Ha Cmax ocrasa
HerpomeHeHa. AUC u Cmax Ha €XH/1pO-apHITHITpa3ol, KOMTO € akTHBEH MeTaboJIUT Ha
apuIunpasos1, HamansaBaTt CbOTBETHO € 32% 1 47%. [lpu e IHOBPEMEHHOTO NMPUIOKEHHUE HA
ApHUITMIIPa30J1 ¢ KBUHHW/IMH, JlO03aTa Ha apUItMIpa3os TpAOBa jla ce HaMaJlk NMOYTH HAIOJIOBUHA CIIPAMO
obuyaiHOo npeanyceaHara j1o3a. [1o106H1 edekTn MoXKe J1a ce OYaKBAT U NMPU JIPYTrH MOLLHH
nuxubutopu Ha CYP2D6, kato ¢h1yOKCETHH M NApOKCETHH, NOPaJAX KOETO € HEOOXOIMMO ChILOTO
pe/lyllMpaHe Ha J103ara.

Kemoxkonazon u opyeu CYP3A4 unxubumopu

B KJIMHMYHO npoyuBaHe rpu 3apaBu J100poBosilM, MOLLHUAT UHXHOKUTOp HA CYP3A4 (keTokOHa30.1)
nosviasa AUC v Cmax Ha apununpasof, cborBetHo ¢ 63% u 37%. AUC u Cmax Ha aexuapo-
apuITMNpa3sosl ce INoBHINABAT CHOTBETHO CbC 77% u 43%. Ilpy CYP2D6 6GaBuu merabGonuzatopu
€/IHOBPEMEHHOTO MPHUJIOKEHHE Ha MOUIIHKM UHXHOMTOpPH HAa CYP3A4 Moxe ja aoBeae /10 Mo-BUCOKH
[J1a3ME€HHW KOHLICHTPAIIMK Ha apHuITKIIpa3oll, B cpaBHeHHe ¢ Te3u npu CYP2D6 6bp3u meTabosiM3aTopH.

Ny

[Ipn eaHOBpPEMEHHO TMPHUJIOKEHHE HA KETOKOHA30Jl WKW JPYrH MOIIHM WHXHOWUTOpH

apuIMnpasoll, TpsabBa Ja ce HanpaBd OLIEHKA HA CbOTHOILEHHUETO [10J13a/pUCK 3 T, \,%\\\
¢/IHOBpEMEHHA yrnorpeda Ha KETOKOHA30Jl M apuIMIpa3’oji, J03aTa Ha apUITUIIP a&ﬁﬂ;}_ﬁgme\% ]
HAMaJIM HaroJIOBMHA, crpsMo obuuaiino npunaranara no3a. [Togo6uu edekru Mo ceodaksaT M | < |
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npu Apyru mMowHu WHXuOUTOpHM Ha CYP3A4, kato urpakonazon u HIV nporeazHn WHXHOUTOpH,
Mopaau KOeTo € He0OOX0AUMO CBHILIOTO peAylIMpaHe Ha jlo3aTa (BxkK. Touka 4.2).

[lpu npeycranosssane npuema Ha CYP2D6 uau CYP3A4 unxubutop, Jl03aTa Ha apuIHUIpaszol
TpsAOBa /1a C€ MOBHMILIM /IO Ta3M Ipujlarata rpeju 3anouyBaHe Ha KOMOMHUPAHOTO JIGUEHHE.

Koraro ciabu unxuburopu na CYP3A4 (nanp. aunrnaszem) wian CYP2D6 (Hanp. ecudrtasionpam)
C€ H3M0JI3BAT €AHOBPEMEHHO C AapHIIMIIPa30Jl, MOXE Jla Cce¢ o4akBa c¢Jiabo mnoBMUIIABaHE Ha
KOHLIEHTpaLIMMTE Ha apyUIKIpasosl B rja3mara.

Kapbamazenun u opyeu CYP3A4 unoykmopu

Cnen enHoBpemMeHHO npuiiaraie Ha kapGamasenuH, moueH unjaykrop Ha CYP3A4, u nepopasien
apUITMIpa3osl Ha MAUMEHTH C WU30(MPEHUS WK 1IKM30a(DEKTUBHO Pa3CTPONCTBO, H3MEPEHHUTE
reoMeTpHuHHu cpeliiu Ha Cmax 1 AUC na apununpason ca OH/IM 1M0-HUCKHK ChC COTBETHO 68% M
13%, cnpsMO T€3U NpPH CaMOCTOATENHOTO MpUoxkeHue Ha apununpasos (30 mg). [lonobHo Ha
TOBa, reoMeTpuuHUTE cpeaHd Ha Cmax U AUC Ha aexuapo-apununpasosi, ciiell €AHOBPEMEHHO
NpujIoXKeHUe ¢ Kapbamaszenuu ca OWJIM 1O-HUCKH CLOTBETHO ¢ 69% u 71%, cnpsMo Te3u npu
CAMOCTOSATEJIHOTO IMPHJIOKEHHUE HA aPUITHITPA30JI.

[Ipn eqHoBpemenHara ynorpeba Ha apununpason u kapbamasenuH, ao3arta Ha apununpason Tpsdsa
na Onae yasoena. Ilonobuu epexktn Moxe aa ce O4akBaT W TpU €HOBpeMeHHaTta yrnortpeba Ha
apUNUNpPa3oJl ¥ JApyryu mouHu uHaykropu Ha CYP3A4 (kato pudamnuumnH, pudabyTuH, GEHUTOUH,
(peHobapOuTan, NpUMUAOH, e(haBUPEHL, HEBUPANHH M XBJIT KAHTAPHOH), KOETO Hasiara noaobHO
noBviaBaHe Ha nosara. [lpu npeycranossBane Ha npuema Ha MowHuTe CYP3A4 MHAYKTOPH,
J103aTa Ha apuInunpasos Tpsbsa ja ce peayuupa 10 obM4yaiHo npuiaraHa J103a.

Bannpoam u numuii

[Ipn eaqHOoBpemenHaTa ynorpeba Ha BajJnpoar WM JIMTUH C apMNMnpasofi, He € Hab/o aBaHa
KIMHAYHO 3Ha4YuMMa [pOMsHA B KOHLIEHTPAUMWTE HA apMIUIIpa3’osl U 1OpajH TOBA HE €
HEOOXOJIMMO KOPHMIMpaHe Ha Ji03aTa, KOraTo BajnpoaT WIM JIMTHH ce ynorpebsBar ¢
apUIUNPa3oJl.

[loreHlMa/IHA BL3MOXKHOCT HA dAPHUITHITPA30J1 J1a Bb3JICHCTBA BbPXY JAPYIrd JICKAPCTBCHH IMPOAYKTH

B kauHuunuM npoyusanus, no3u or 10-30 mg aHEBHO apMnMNpas3osl, He ca rnokaszaju 3HauyuM edekT
BbpXy Mmerabonu3ma Ha cyOcrpatute Ha CYP2D6 (cwoTHolieHuero aekcrpomeropdan/3-
meTokcumoppunan), CYP2C9 (Bapdapun), CYP2CI9 (omenpazosn) u CYP3A4 (nekcrtpomeropdan).
OcBeH TOBa, apuIMIPa3’0)l U JIEXHIPO-APUITMIIPA30J HE ca 10Ka3aJkM MOTEeHLMal 3a Bb3JAEHCTBHE
BbpXy CYPIA2-menuupanus merabonunsbuMm in vitro. ETo 3a110, He ce 04akBa apuIiMnpasosn ja J10Be/ie
J10 KJIMHUYHO 3HAYUMH JICKAPCTBCHU B3aUMOJICHCTBHUS C JICKAPCTBCHU MPOJIYKTH, MEJIMMPAHHU OT TE3H
EH3UMHHU CUCTEMM.

[Ipy €IHOBPEMEHHOTO NPHIIOKEHHME HA APUITUIIPA30/I C BAJINPOAT, JIMTHH WJIH JIAMOTPUIHH, HE ca
HaOJ/Il01aBaHU KJIMHUYHO 3HAYMUMM TPOMEHW B KOHLIEHTPALMMTE Ha BaJINpOAaT, JIMTHH WIH
JIAMOTPHIHH.

Cepomonunog cunopom

ChobuiaBaHu ca cily4yam Ha CCPOTOHMHOB CHHJPOM IPHU MAUMEHTH MPUEMALIld apUITUIIPa30Jl, KaTo €
Bb3MOJKHA MOSABA HAa NMPU3HALMU U CUMITTOMH CBBHP3aHU C TOBA ChCTOSAHUE, OCOOEHO NMpPH €HOBPEMEHHO
NPUJIOXKEHHUE Ha CEPOTOHUHEPIHYHH JIEKAPCTBEHH NPOJAYKTH, KaTo Hanpumep SSRI/SNRI unu rakusa,
3a KOMTO € U3BECTHO, Y€ MOBHUILIABAT KOHLICHTpALUATA HA apUnuipaszoll (Bx. Touka 4.8).

4.6 Depruaurer, OpemMenNnOCT H KbpMene

bpemenHocT

He ca nposexiaHW CbOTBETHHM KOHTPOJIMPAHM TIPOYYBAHUS C apuIUINpasosl npu Op 2 “’f;‘\
JloknazBaHU ca KOHIEHWTAJIHM aHOMAaJIMK, oDaye He MOXE Ja C€ YCTAHOBH IpHY ,

BPb3Ka C apHITUITIpPasoli. [‘Ipoymsarmma MNpU >XUBOTHH HEC HU3KJIIIOYBAT BBL3MOXKHOC

TOKCHYHOCT (BK. Touka 5.3). IlaumenTture Tpabpa na GbAaT ChbBETBAHW Ja OCBE J_ié@_idmmf* |

e ‘:"Ii 1__~_1_"[-' 27 Aot ']_ ] .‘;.F‘_

JIeKap B CJly4yad Ha 1nosBa Ha OpeMEHHOCT WJIM, aKO IUlaHUpaT TakaBa 10 BpeEMe \{a-inﬂméﬂ*uexdzc o]
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apununpasol. [lopaau HepocrarbYHUTE JIaHHKU 32 0€3011aCHOCT MPHU XOpa W pe3yJITaTUTE NOJY4YEHHU OT
PENpOAYKTHBHHUTE MPOYYBAHUS IPH dKUBOTHH, TO3M JICKAPCTBEH NPOAYKT He TpsAOBa aa ce npuiara o
BpeMe Ha OpeMEHHOCT, OCBEH B CJlydyauTe, KOraTo OYakBaHaTa roJji3a SCHO OrpaB/iaBa NMOTeHUHAIHUSA
PHUCK 3a IJj1oja.

[Ipy HOBOpOJIEHH, H3JIOKEHHW HA AHTUIICUXOTHULM (BKJIIOUUTEIHO apUIUNpas’osl) IMpe3 TPeTHs
TPUMECTBP Ha OpeMEHHOCTTa MMa pPUCK OT HEXEJIaHW JICKAapCTBEHW peaklMH, BKIIOYBALLM
EKCTpanuMpaMHHH CUMIITTOMH H/WJIM CHMIITOMH HA OTHEMAHE CJiel Pa)KJIaHEeTO, KOUTO Morar Ja
BapUpaTr 0 TEXKECT WU NPOABIDKUTENIHOCT. JlokjlajBanu ca ciydan Ha Bb30yaa, XHMIIEPTOHMS,
XHIMOTOHUS, TPEMOpP, COMHOJICHTHOCT, PECIUPATOPEH JHUCTPEC HJIM XPaHWTE/IHA pa3CTPOMCTBA.
3aroBa, HOBOpo/ieHHUTe TpsOBa /1a Ob/1aT BHUMATETHO MOHUTOPUpPaHHU (BX. Touka 4.8).

KbpmeHe

ApHIUNpa3os ce oTAeNst B kbpMara. IpsbBa 1a ce B3eMe pellieHUe ajli J1a ce MPEyCTaHOBH KbPMEHETO
WK J1a C€ NPEeKpaTH/NPEYCTAHOBU TepanusaTa ¢ apuIMIpasosl, KaTto ce B3eMaT MpEeABM)l Moj3ara oT
KbPMEHETO 3a JIETETO M 110J13aTa OT JICYEHHETO 3a KeHaTa.

Depruamrer

Apunnnpaaoﬂ HC YBpPECX/a (bCpTHJ"IHTETa Bb3 OCHOBA Ha JddHHH OT [IIpOYHYBAHHA 34
PEIPpOAYKTHBHA TOKCHUYHOCT.,

4.7 EdexTu Bbpxy cnocodbnocrra 3a modupane u padora ¢ MAaIuHHU

APpMITHIIPA30Jl NOBJIUABA B MaJIKa /10 YMepeHa creneH cnocobHocTTa 3a wodupaHe 1 pabora ¢
MallWHHK, B pe3yjiTaT Ha NOTEHUMANHUTE eheKTH BBLPXY HEepBHATA CHCTEMa M 3PECHUETO KaTo
celalus, COMHOJEHTHOCT, CHHKOI, 3aMBIJICHO 3peHUe, AUTIIoNUs (BxkK. Touka 4.8).

4.8 Hexenanu JieKapcrBeHH peaKIHH

Pestome Ha npoduna Ha 6e3onacHOCT

Hait-uecto JOKj1a/iBaHUTE HEXEJIAHW JIEKAPCTBEHW peaklMd B 1ialebo KOHTPOJIMpaHH
MpoyuBaHus OfXa aKkaTU3Us U rajieHe, NosBABallK ce Npu Hajl 3% OT MaLMUEeHTHTE, JIEKYBAHH C
epopaJieH apuItMnpasoll.

Hexenanu peakiiuu B TabJiMueH BUJ

Hecrorara Ha Hexenanu JiekapcTBeHu peakunu (HJIP), cebp3anu ¢ apununpason, ca u3bpoeHu B
Tabsmua no-jpony. Tabnuuara ce ocHOBaBa Ha HexeJlaHW CLOMTHSA, JIOKJIaJBAHW 10 BpeMe Ha
KJIMHUYHHW NTPOYYBAHUA W/WJIK NOCTMAapKETHHI'OBA ynorpeoba.

Becuuku Hexkenanu JIeKapeTBEHU PeaKiiMM ca NpeICTABEHH 110 CUCTEMO-OPraHeH KJIac U 4€CTOTa:
MHoro yectu (= 1/10), wectu (= 1/100 ao < 1/10), Heuectn (= 1/1 000 no < 1/100), peaku (= 1/10
000 o < 1/1 000), muoro pejiku (< 1/10 000) 1 ¢ Heu3BecTHA YecToTa (HE MOXKE J1a CE ONpEeIH
OT HaJIMUHUTE 1aHHM). [Ipn BCsKkO rpynupane rno 4ecrora, HeXKeJIAHUTE PEakLMM ca NPeICTaABEHH
B HU3XO/ISLIL P/l MO OTHOIICHHE Ha TEXKECTTA.

Hecrorata Ha HEXEJIAHWTE pEakilMK, CbOOUICHM 110 BpEME HA 1OCT-MAPKETHHIOBUS TEPHOJL HE
Moxe Jla Obje onpejieiena, Thi KaTo Te ¢a 1oJy4eHH OT CroHTaHHu ¢chobuienus. CneaoBaresto,
YecToTaTa Ha TE3U HeXeJlaHU CbOUTHS ce KBasiMdULMpa KaTo " ¢ HEM3BECTHA YecToTa .

€CTH HeuecTH C HeH3BeCTHA YeCcToTa
Hapymenuns na JleBKkOneHus
KpbBTa M JiuMpuara Heyrponenus
cHCTeMA




Hapymenus Ha
HMYHHATA CHCTEMA

AJiepruyHa peakuus (Hanp.
AHaduIaKTHYHA peaKLMs,

JTULIETO, NMPYPUTYC HITH
ypTUKapus)

AHIMOEEM BKJIKOYBALLl MOJYBAHE
Ha €3MKa, OTOK Ha €3UKa, OTOK Ha

Hapymenuns na
eHOKPHHHATA

XHUIEepIposIakTHHEMHUS

J[nabeTHa keToauuao3a

JnabeTHa XxunepocmosiapHa Koma

icHCTEMA
Hapymenus na 3axapeH jnabder XHUINEepriiukeMus XHUIMoHATPUEMMUS
meraboim3mMa AHOpEKCcHs
XpaHeHeTo HamansisaHe Ha Ternoro

Y Be/iuaBaHe Ha TErJIoTo
[Ieuxnunn Hapymenus bescbHue Jlenpecus YULIMAEH OIMUT, CYHLIMIHU

HepBHATA CHCTEMA

ExkcrpanupaMuaHm
HapyUICHUS

Tpemop ['naobouine
Cenauums

JlucroHus

B130y1a XunepcekcyajaHocT HaAMEPEHHUS U U3BBPLLCHO

HepsHoct caMOyOHICTBO (BXK. TOYKA 4.4)
[1aTO/I0rM4HO BJIEYEHUE KBM
Xxasapr
Pa3cTporcTBa B KOHTpOJ1a Ha
UMITYJICUTE
[Ipeskiane
KomnyJicuBHO na3apyBaHe
[lopnomanus
Arpecus
B130yna
HepsHocT

Hapymenust na AKaTuU3us TapavBHa AMCKKMHE3Us  |HeBpoJienTHYeH MaJIMrHEH

cuHapom (HMC)
['bpuose Grand mal
CepOTOHMHOB CUHAPOM
HapyleHnus Ha rosopa

(COMHOIETHOCT
3amMasHOCT
Hapymenus Ha okoro [3ambriieHo BuxkaaHe Jlurionus
Cbpaeuynu HapyuieHHs Taxukapaus BHe3anHa HeoyakBaHa CMBPT
Torsades de pointes
Y nwibkaBaHe Ha QT-uHTEpBasia
KamepHa apurMus
CbpaedeH apect
bpaaukapaus
Cba0BH HApPYLICHHUSA OprocraTtiyHa BeHozen TpoMb0eMO0IM3BM
XHMIMEPTOHUS (BKJIIOYMTENHO OenoapobeH
emM00IM3BM K 1bJ100Ka BEHO3HA
Tpomb03a)
XHUNepToOHUS
Cunkon
Pecniuparopumu, XbiuaHe ACINHpallMOHHA NMHEBMOHMUS
rPB/AHH H JlapuHrocnassm :
MeIHACTHHAJIHH OpodaruaneH ¢ , ;‘\
HADYIICHHHA i 0.'.%_'«
AP, \T
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HAPYUICHHS

Cromamno-upeBHH  [3arniek [lankpeaTur
HAPYIICHHUS Jlnucnencus Jncharus
[‘anene Jlnapus
Xunepcanupauus Kopemen auckompopr
[Topbilane ICromalueH auckoMbopr
Xenaroonanapuu YepHoapoOHa HEOCTATBYHOCT

Xenarur

KbareHuua

[loBHIIEHHE HA alaHUH
aMuHoTpaHcpepasza (AJIAT)

[ loBuiLEHHE Ha acnaprar
1aMMHc;rrpza.Hf::tbep:a,:m (ACAT)

[ loBHILIEHHE Ha ramMa-rJIyTaMmil
TpaHchepasza (I'T°T)
[loBUIIEHHE HaA alKaJHA
ibocdarasza

Hapymenus na
KOKATA H MOJAKOKHATA
ThKaH

O6puB

(CBeTouyBCTBUTE/IHA PEAKLMS
AJoneums

XHUIEPXH/IpO3a

Hapymenus na
MYCKYJ/IHO-CKeJ/IeTHATA
CHCTEMA H
CheAHHHTE/IHATA
ThKaH

Pabomuoinza
Muasirus
(CKOBaAHOCT

Hapymenusi na
0LOpenuTe H
NHKOYHHUTE NbTHIA

MHKOHTUHEHLIMSA Ha YpHUHa
BaabprxaHe Ha ypUHa

CbcTosiHMA, CBBP3aHH
ic Opemennocrra,
PaxK/1aHeTO H
CJ1IeIPO/10BHSI HEPHO/

CHUHAPOM Ha OTHEMaHe Mnpu
HOBOPO/J1€HH (BX. TO4YKa 4.6)

Hapymenuns na
Bb3INPOH3BOANTE/IHATA
CHCTEeMa H I'bp/laTa

I lpnanuszbm

O0mn napymenus u
e(peKTH HA MACTOTO HA

YMmopa

Hapyiwena temneparypHa
peryjauus (Hamp. XMrnoTepMus,

NPHJIOKEHHE [MUpPEKCU)
bosika B repaure
Ilepudepen oTok
M3ciienBanus [ToBuiIeHa 3axap B KpbBTa

[ToBuuIeH rnukupan xeMorj100MH
JIYKTyallus Ha 3axXapTa B KpbBTa
[loBuiueHa kpeaTuH dhocdoknHaza
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OnucaHue Ha U30paHu HEXKEJIAHW PeaKIiU

Bv3pacmuu

Excmpanupamuonu cumnmomu (EPS)

Hluzogpernus - Npy NPOABIDKUTENHO, S2-CE/IMHYHO KOHTPOJIMPAHO MPOYYBaHE, MPH MALMEHTUTE Ha
JIeYEHHWE C apuITMNpa3o/l KaTo 110 ¢ HabolaBaHa no-Hucka vecrora (25,8%) na EPS, BkiatouurenHo
MapKAHCOHU3BbM, AKATU3USA W JIMCKUHE3MUS, B CPABHEHHUE C MALMEHTHUTE JIEKYBAHU C XaJlONMepHaOo)I
(57,3%). Ilpu npoabixuTenHo, 26-ceAMHYHO, MJ1aleb0-KOHTPOJIMPaHO npoy4BaHe, Yecrtorata Ha EPS
[Mpy MaUMEHTHUTE Ha JieYeHHe ¢ apununpason ¢ ouia 19% u cvorsetHo 13,1% npu naumeHTUTE OT
rpynata Ha ruauebo. B apyro 26-ceaMH4HO KOHTPONIMpaHO npoyuBaHe, 4ecroratra Ha EPS npwu
MalHEHTHTE Ha JieyeHHue ¢ apununpasos ¢ ouna 14,8% u crorBetHo 15,1% npu nalMeHTUTE Ha JIeYeHHUE
C OJIaH3aIH1H.

Manuunu enuzodu na oOunonapno agekmueno paszcmpoiicmeo - NpU 12-CeIMMYHO KOHTPOJIMPAHO
npoyusaHe yecrorara Ha EPS e O6una 23,5% npu naumenture Ha sieueHue ¢ apununpason u 53,3% npu
MalMEHTHTE Ha JIeYCHHE ¢ Xayionepuaoil. B apyro 12-ceamuuno npoyuBaHe yectorata Ha EPS e 6una
26,6% npu nauMeHTHTE Ha JieueHHe ¢ apununpaszoi U 17,6% npu naluMeHTHTe Ha JieueHue ¢ TMTHi. [Tpu
AbJIrOCpouHaTa 26-ceJIMMUHA 1ourbprkaiia (asza Ha ruiaiedo KOHTPOJIMPAHO NMPOYYBaHE, YECTOTaTa Ha
EPS npu naumenTure Ha newenune ¢ apununpason € 6una 18,2% u 15,7% npu naumeHTHTE OT rpynara
Ha ruiaiedo.

Axamuzus

[Tpy nnauedo KOHTpO/IMpaHU NPOYyYBAHMS, YECTOTATAa HA AKATWU3WA TNPHU MALKMEHTH C OMIMONAPHO
pascTpoHcTBO ¢ Ouna 12,1% npu nexysanure ¢ apununpason u 3,2% npu rpynara Ha nnaune6o. [1pu
MaLMEHTHTE C LIM30(pEHUS vecToTaTa Ha akaTusus ¢ 6una 6,2% npu JIeKyBaHUTE C apUITUIPa3o U
3,0% npu rpynara Ha nsaie0o.

Jucmonusn

Peakuus, CBbp3BaHa C JICKAPCTBEHUS KJIAC - CHMITTOMHUTE HA JMCTOHHSA, YAB/DKEHHW abGHOPMHHM
KOHTPAKLHK HAa MYCKYJIHH IpYyIIH, MOIaT Jla Ce IMOSBAT [PH YYBCTBUTEJIHU WHAWBW/IM 1O BPEME Ha
NbPBUTE HAKOJKO JIHM Ha JieueHue. CUMIITOMUTE HA JIMCTOHUS BKJIIOYBAT CMa3bM Ha BPaTHUTE
MYCKYJIH, TOHSIKOra mporpecupainl 10 CTaraHe B I'bpPJOTO, 3aTPYAHEHO TMNperjblliaHe, 3aTPyAHEHO
JIMIIIAHE W/WIIKM MPOTPY3Hs Ha e3UKa. BbIpeku ye Te3n CUMNTOMHU MOTaT /1a Ce MOABAT W NPU HUCKH
A03H, TC CC NMOSBABAT [10-4ECTO U Ca IM0-TEKKH IPH 10-MOULHUTE U NPH MPUIAraHUTE B 10-BUCOKH
JI03W @HTHUIICUXOTHULIH OT NMbPBO NMOKOJieHHe. [loBULIEH pUCK OT ocTpa JMCTOHUS ce HabJoaBa npu
MBLIKETE U MPHU MO-MJIAJINTE Bb3PACTOBH I'PYITH.

IIporakmun

B KJIMHWYHM 1pOyYBaHMs 3a 0JI0OpEHHTE NMOKa3aHUs U CJIeJL IIYCKAHETO Ha asapa, [pu apuIiMIpasol
ca HaO/1l0/laBaHK KaKTO YBCJIMYCHMUE, TaKa M HaMaJICHWEC Ha NPOJIAKTHHA B CEpyMa, B CPaBHEHME C
MU3XOJAHUTE CTOMHOCTH (BXK. TOUKa 5.1).

Jlabopamopnu cmounocmu

[Ipn cpaBHeHueTo Ha apununpason u rulauebo, Mo OTHOLIEHWE Ha Opos NalMeHT
Ha0JII01aBaHK KJIIMHUYHO 3HAYUMH TPOMEHH B PYTHHHUTE J1a0OPATOPHH pe3yITa;
napameTpu (Bx. Touka 5.1), He ca HabMO/1aBaHW KJIIMHUYHO 3HAYMMH pa3iuums
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KOK (kpearun ochoknHazara), OOMKHOBEHO NMPEXOAHO W aCUMINTOMHO, € HabJoaaBaHo npu 3,5%
OT NALMEHTHUTE HA JICYEHHWE C apuIunipasoli, B cpasHeHue 2,0% ot naumeHTuTe Ha niauebo.

[lequaTpuuna nonynauus

Luszoghperus npu onowu na u nao 15 200unu

B KpaTKOCpPOYHO KJIMHHYHO TuU1aledo-KOHTpoaupaHo rnpoyuBaHe Ha 302 wonHowu (13-17 roamuHu) c
IH30(pPEHHs, HYEeCTOTaTa M BHAA Ha HEXEJaHUTE peakluMu ca noaoOHM Ha HabaoaaBaHWTE MPH
Bb3PAaCTHHU IMMALMEHTH, C U3KJIIOYEHHUE HA CJICIHUTE HEXe/laHU CbOMTHUA, KOUTO ca HabsoaBaHu To-
4YE€CTO TMpPH IOHOILUH, MPHUEMALLHK [IEPOpPAIHO apUIUMNpa3ol (M Mo-4eCcTO B CpaBHEHHE ¢ ruiauedo):
COMHOJIEHTHOCT/Ce/laliis M EKCTpalnupaMuHU HapyllleHWs ca JIOKJaJiBaHW MHoro uecto (> 1/10),
KCEpOCTOMMSA (CyXOTa B ycrara), IOBUILICH alleTHT U OPTOCTAaTHYHA XUITOTOHUS ca JOKJIaJIBAHU YECTO
(> 1/100, < 1/10).

[Ipopuibr Ha BeszonacHocT B 26-ceAMUYHO, OTBOPEHO pa3lIMPEHO NMpoy4BaHe € 1000eH Ha npoduna
Ha 0€e30MacHOCT Ha KPaTKOCPOYHO, Mi1auedo-KOHTPOIMPAHO NPOyUBaHE.

[TpopunbT Ha Ge3onacHOCT Ha ABLJArOCPOYHO, JIBOHHO-CIANO, auebo KOHTPOJIMPAHO NPOyYBAHE €
CbUIO CXOJIEH, ¢ U3KJIIOYCHHUE HA CJICJIHUTE pPEaklluM, KOMTO c¢ ¢hOoOILaBaT MO-4E€CTO, OTKOJIKOTO MpH
Ne/IMATPUYHU  TAIIMEHTH, TNpUemalllv 1ianedo: 4vecto ce chollllaBa 3a HaMajiiBaHe Ha TErJoTo,
MOBHILIABAHE HA MHCYJIMHA B KPbBTA, apUTMHUS U JieBkoneHus (= 1/100, < 1/10).

B u30bpana roHouecka nonynauus ¢ mnsodpperus (13-17 roiuHu) ¢ €KCno3uums 10 2 rojJAMHHU, ciiydaiTe
Ha HACKH CTOMHOCTH Ha IPOJIAKTHH B CEpYMa IPH IOHOIIM OT XeHCKH 1noJ1 (< 3 ng/ml) 1 OT MBXKKH 1o
(< 2 ng/ml) ca 6unmu cworBetHo 29,5% u 48,3%. B mnanexkara (13-17 roaumuu) nonynauus c
WHK30(PEHHUs, C EKCIO3ULMA Ha apununpaszon or 5 a0 30 mg B npojab/KeHME Ha JlI0 72 Mecela,
CJIy4auTe Ha HUCKHU CEPYMHH HHUBA Ha NPOJIAKTHH Ipu xenuTe (< 3 ng/ml) u mbxkere (< 2 ng/ml) Gaxa
CbOTBETHO 25,6% u 45,0%.

B nBe awirocpounu npoyusanus npu oHoiuu (13-17 roaunu) ¢ wimn3odpeHns U nauMeHTH ¢ OUNOJISPHO
pa3CTPOMCTBO, JICKYBAHH C apHUITMIIPA30Jl, Y4eCTOTaTa HA HUCKK CEpYMHH HHUBA Ha MNPOJIAKTHH MNPH JKEHHU
(<3 ng/ml) n mbke (<2 ng/ml) e chorBeTHO 37,0% U 59,4%.

Manuunu enuzoou npu bunonapro agexkmugno pazcmpoucmso mun I npu ionowu va u Hao 13 200unu
Hecrorata v TMNAa Ha HEXENAHMTE JICKAPCTBEHW PEaKLMHU TPU IOHOWK ¢ OHUNonspHO adeKTUBHO
pasCcTporCTBO THN | ca noloOHK Ha TE3U NPU BB3PACTHH, € U3KJIIOYEHHE HA CJICJIHATE: MHOTO 4YeCTH (>
1/10) - comuonentHocr (23,0%), ekcrpanupamuaHo HapyuieHue (18,4%), axatusus (16,0%) u
ornaaHanoct (11,8%); wectu (> 1/100,

< 1/10) - 6osika B ropnara abiloMuHalIHa 00J1aCT, YBEJIMUCHHE HA ChPAEYHATA YECTOTA, YBE/IHYaBAHE Ha
TEIrJIOTO, MOBUILEH ANETUT, MYCKYJIHO NOTPBITBAHE U JIMCKHUHE3HS.

Cie/iHATE HEXeJlaHW JIGKAPCTBEHW peaklMM ca MMalld  BEPOSTEH JI030-3aBUCHM  XapakTep:
€KCTpanvpaMuHO HapyleHue (cbe ciiegHara yecrora: 10 mg, 9,1%, 30 mg, 28,8%, mnauebo, 1,7%); v
akaTu3usg (cbe cieanara yecrora: 10 mg, 12,1%, 30 mg, 20,3%, naauebo, 1,7%).

CpeaHHTE NMPOMEHH B TEJIECHOTO TEIVIO NPHU IOHOWIM ¢ OUIONSIPHO aheKTHBHO pa3cTpoHCTBO THN | Ha
|2-ta u 30-Ta cenmmuia 3a apununpasosn ca 2,4 kg u 5,8 kg v npu nauedo crorserro 0,2 kg u 2,3 kg.

[lpy neanmaTpuynata nomysaums, COMHOJIGHTHOCT M OTNAJHAJIOCT ca HAOJIIO/IaBaHM [10-Y€CTO IPH
MalHEHTH ¢ OUMNOJIAPHO pa3CTPONUCTBO, OTKOJKOTO MPU NALMEHTH C LLIU30(pPEeHUSs.

[Ipy nenumarpuunara Ounonspua nonynauus (10-17 roauuu) npu exkcrozuums 10 30 ceaMuLM,
YecToTaTa Ha HUCKM HUBA Ha IpPOJIAKTHH B cepyMma TpyH MHAMBHM OT XEHCKH noJ (< 3 ng/ml) u
WHJIMBUIH OT MBXKKH noJt (< 2 ng/ml), e Ouna cvrorseTHo 28,0% u

53,3%.

llamonocuuno eérevenue KoM xasapm u Opyeu pacmpoucmed 6 KOHMpoIa Ha UMNYICUM

Bb3MokHA € mnosiBa Ha NaTONOrMYHO BJICYEHWE KbM Xa3apT, XHIEPCEKCYallHOC
nazapyBaHe W MpPEsK/IaHE WJIK KOMITYJICHBHO MpesK/1aHe MNpH MalMeHTH, JIeKyBaH
(BK. TOUKa 4.4).

13



CpobiiaBaHe Ha NOJ03UPAHU HEXKEJIAHU PEAKLIUU

CbhobiaBaHeTO Ha MOI03MpPAHK HEXKEJIAaHW peakllMK clie]l pa3pellaBaHe 3a ynorpebda Ha J1eKapcTBEHHS
[POAYKT € BaxkHO. ToBa no3pojsisa aa npoab/ikd HabJIIOJICHHETO Ha CHOTHOLUEHHETO M10J13a/pUCK 3a
JIEKapCTBEHUS NMPOAYKT. OT MEJIMLIMHCKHUTE CIELIMAIUCTH CE€ M3UCKBA J1a ¢bOOLIABAT BCAKA MOJ03MpaHa
HEXeJlaHa peakLUs Ypes:

HM3mbjiHATE IHA areH1Ms 110 JIeKapcTBaTa

yi. ,,JlamsH I'pyes” Ne 8

1303 Codus

Tes.: +359 2 8903417
yebcaintT: www.bda.bg

4.9 Ilpeno3upane

[Ipy3HauM ¥ CUMOITOMH

[Ipy KIMHHUYHHM NPOYYBAHUS M OT MOCT-MAPKETHHIOB OINMUT € YCTAHOBEHO, Y€ CJAY4YanHOTO WIIH
YMHUIIJIEHO OCTPO [peJlo3UpaHe caMoO C apuIiMIpas’osl Nnpyd BB3PACTHU MALMEHTH, 3a KOUTO €
ChOIIIEHO, Ye ca rnpuesik npubiusurenHo J1o3u 10 | 260 mg, He e noBesio A0 (haTajiHK NOC/EAHLIH.
HabnroiaBaHuTe CUMIITOMM M NIPU3HALIM, C NOTECHUMAIIHO KJIMHUYHO 3HAYEHUE BKJIKOYBAT JIETAprus,
[MOBHULIEHO KPbBHO HAJIAraHe, CbHJIMUBOCT, TaXMKapAus, rajaeHe, nospbiuaHe U avapusa. OcBeH TOBa,
MMa CbOOLIEHHS 3a MHLUMJCHTHO Tpeao3upaHe camMo ¢ apununpason (aocrurauo a0 195 mg) npwu
neua 6e3 darannu nocneaui. [loTeHIMATHO CEpHO3HUTE TPU3HALIM U CUMIITOMH OT MEAMIIMHCKA
rJIeJIHA TOYKA, BKJIIOYBAT Oe3chbHUE, rpexo/aHa 3arydba nHa ¢b3HaHUe W eKCTpariupamMmuIHE CUMITTOMM.

JleyeHnue npwu rnpeJlo3npaHe

Jleyennero npu npenosupane, TpAOBa Ja BKJIOYBA TOUILPXKALILO JICYEHHE, OCHIypsBaHe Ha
NMPOXO/IMMHU  JIUXATEJIHK TI'LTHINA, OKCUreHallus W  BEHTHJIAUMSA, KAKTO M Ha3HA4YaBaHETO Ha
CUMITTOMATHYHO JieucHHe., TpsaOBa ja ce vma npejBUM BEpOSITHOCTTA OT ynorpedara Ha HAKOJIKO
JIEKapCTBEHH cpecTBa. ETo 3ai0, € HeoOX0auM He3abaBeH KOHTPOJI Ha CbP/IEYHO-CHA0BATA CUCTEMA
W BKJIIOYBAHETO HA HEIPEKBCHATO €JIEKTPOKAPAHOrpadCKo rnpocie/isiBaHe 3a yJI1aBAHETO Ha Bb3MOXCHA
aputMus. [lpy BCAKO NOTBBLPAEGHO WM MOAO3MPAHO [PEAO3HPAHE C APHITUIIPA30] € HeoOXOAMMO
MOCTOAHHO NMpPOC/IE/IiBAHE HA NMAalIMEHTa JI0 HErOBOTO MbJIHO BL3CTAHOBSABAHE.

AxtuBeH BbIIeH (50 g), npunoxeH no | yac cnex npuema Ha apununpason, HamaasBa Cmax Ha
apununpason ¢ okoso 41% u AUC ¢ okono 51%, xoero npeanojiara Bb3MOXHOCT 3a JIEYEHHUE Ha
[MPe103UPaAHETO C AKTUBEH BBIJICH.

XeMO/1MaJIn3a

B'I:HPEI{H, 4€ HAMA JTaHHH OTHOCHO C(i)EKTH Ha XEMOoAHa/Iu3aTa rnpH JICHCHUC Ha MNMPECJIO03HPAHETO C
dPHITUIIPA30Ji, HC CC O4YaKBa XCMO/IHAJIU3aTa Jla CC OKaXC MNnoJie3Ha B TO3HU Cﬂ}"—lﬂﬁ, ThH KaTo
APHITHIIPA30J1 C€ CBbP3Ba BLB BUCOKA CTCIICH C MJIA3BMCHHUTC NMPOTCHUHH.

5. ®APMAKOJIOTHYHU CBOUCTBA
5.1 @apmakoIHHAMHYHH CBOHCTBA

(DapmakorepaneBTUUHA rpyna; NCUXoaenTHH, Apyru aHTuncuxotuim, ATC koa: NOSAX12

MexaHU3bLM HA JICHCTBUE

[Ipeanonara ce, 4e edekTHBHOCTTa Ha apUMUNpPa3osl NpU WH30DPEHUS W GUNONAPHO ahEeKTHBHO
Pa3CTPOHCTBO C€ ABL/DKH Ha KOMOMHALMATA OT YaCTUYEH arOHU3bM CIIPSAMO JONaMWHOB

ceporonrnHoBuTe 5-HT,, peuentopu u antaronu3bm cnpsiMo ceporoHuHoBuTe 5-HT,, pe

R
D)
/0
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APHITHINIPA30J1 NPOABABA AHTArOHUCTHYHHW CBOMCTBA INPH XXUBOTHHCKKM MOJIENHU C JIONaMHUHEpruyHa
XMNEPAKTHBHOCT M arOHUCTHYHU CBOMCTBA MNpPUM IKMUBOTHHCKM MOJIEJIM C JIOMAaMHUHEPruyYHa
XHUMOAKTUBHOCT. APUIMIIPA30J1 MNPOSBABAa BUCOK aUHUTET HA CBBP3BAHE in Vitro ¢ gjonaMuHoBuTe D,
u Ds, ceporonnnosu 5-HT,, u 5-HT,, peuentopu u ymepen adbunurer cripaMo jgonamMmuHoBute D,
CEPOTOHUHOBUTE

5-HT,c v 5-HT;, andal-anpenepruunure u H; XucTtaMUHOBH peLienTOpH.

APHIIHIPA30Jl NMposBABa W yMepeH aUHHUTET KbM MecTarta Ha oOpaTHO MoeMaHe Ha CepOTOHHH M
HE3HA4YUTEJICH ePEeKT KbM MYCKapMHOBHUTE pelienTopu. BaaumoneicTBHeTO ¢ IApyru peLenTopH,
pa3JIMuHK OT JOINAMHUHOBHUTE M CEPOTOHUHOBH IOATHITIOBE, OOSCHSABA HAKOW OT JAPYruTe KJIMHWYHM
eheKTH Ha apUnUunpasol.

Jlo3u apununpasosn ot 0,5 10 30 mg, npueMaH BeIHBXK JIHEBHO OT 3)IpaBy JI0OPOBOJILIM 3a NEPHOJL OT

7 CCAMHLIH, BOAAT J10 1030-3aBUCHMO HAMAJIABAHC HA CBBLP3BAHETO C

11
C- pakyonpua, cneurpuuen D,/D; peuenropen auranja, B o6iacTra Ha orauikara W IyTaMmeHa,

YCTAaHOBEHO C MOMOIITA HA MO3UTPOHHA EMUCHOHHA TOMOTpadus.

KiimHuuHa epukacHocT W Ge3onacHoCT

Bw3pacmnuu

Luzoppenus

B Tpu kparkorpaitnu (4 no 6 ceamuum) niaauebo-KOHTPOIUMpPAHK Npoy4YBaHMs BkaouBaim | 228
Bb3paCTHH MNalUMEHTa C IIA30(PEHUs, TposBABallA C€ C [O3UTUBHU W HETraTUBHU CHMIITOMM,
APUITHIIPA30J1 € MOKa3al CTATUCTUYECKHU 3HAYUMO MO-Tr0JISMO 110/100peHHe Ha NCUXUYHHUTE CHMITTOMM,
B CpaBHEHME ¢ 111aiedo.

Apununpaszosl ¢ e(EKTHBEH 10 OTHOIUEHWE Ha 3ana3BaHe Ha KJIWHWUYHOTO M0/100peHHe MpH
[MPOABJDKMTEIIHO JICYEHUE NPU Bb3PACTHHU MALMEHTH, 110Ka3aJiM OTTOBOP NPH 3aMo4YBaHe Ha JICYEHHUETO.,
[lpn cpaBHUTENIHO npoyuyBaHe ¢ Xajonepuaos, Opos Ha NMALMEHTUTE MPH KOMTO OTroBOpa CHpsiMO
JICKAPCTBECHHUS TIPOJIYKT C€ € 3anasujl B MPOABL/DKEHHUE Ha 32-CEAMHULIM € CXOJIEH TPHU ABETE IPyIH
(apurunpaszon  77% w xanonepuaon 73%). [lo oruouienne na Opos NAUMEHTH 3aBLPUIMIIH
[MPOY4YBAHETO, NMPH I'pyrara Ha ApHITMIIPA30Jl TOW € 3HAYUTESIHO no-roiasMm (43 %), B cpaBHEHHE C
xanonepuaost (30%). Pesynrature o1 ckajuTe, M3NOJA3BAHKW 3a NPOC/IEASBAHE HAa BTOPHYHUTE
KpuTepuu, BrovuTeiHO PANSS u  Montgomery-Asberg Depression Rating Scale nokassar
3HAYMUTEJIHO MO100pPEHHUE CrIpAMO XaJTONEPHIOII.

[1pn 26-ceamuuHO, nnauedo-KOHTPOIMPAHO MPOYUBAHE NPH BL3PAaCcTHH CTAOUIM3MPAHU MALMEHTH C
XPOHHYHA LIM30(PEHH, apPUITHITPA30J1 € [0Ka3aJ1 3HAYUTEITHO [0-TOJIIMO PEYLIMpaHE YecToTaTa Ha
npucTbnuTe, 34% ripu rpynara Ha apununpasoi u 57% npu niane6o.

Veenuuasane na meecnono

B KJIMHHUYHM NPOYyYBaHUS, APUITUIIPA30J1 HE € M0KAa3aJl, Y€ BOJAM /10 KJIMHWYHO 3HAYMMO MOBHILIABAHE
Ha TersoTto. B 26-ceamMuuHO, JBOMHO-CSANO, MYITH-HALMOHATHO, CPaBHUTEIHO [POYYBAHE C
OJlaH3anuH 1npy 314 BB3paCTHU NnauMeHTa ¢ WH30PPEHHUS, B KOETO YBEIHYEHHETO Ha TErjJoTo €
bPBHYHA KpaHHA TOYKA, 3HAYUTEIIHO M0-MAJIKO MAlMEHTH ca UMalM Hal-manko 7% yBelnueHHe Ha
TErJIOTO, CHPAMO HU3XOJAHWUTE CTOMHOCTH (Harp. yBEJIWUYCHHUE HaA TErJIOTo ¢ Hak-mayiko 5,6 kg npwu
cpeiio u3xoaHo reryio ~ 80,5 kg) npu rpynara na apununpaszon (n = 18, unn 13% oT oueHeHure
MalMEeHTH), B CpaBHEHUE ¢ oiaH3anuH (n = 45, uau 33% oT OLIeHEHHUTE NALMEHTH).

Jlunuonu napamempu

[Ipp 0606mien aHanM3 Ha JIMOWAHUTE MapaMeTrpu OT 11a1e60 KOHTPOJMPAHH KIMHUYHH
MPOY4YBAHUS MNpPU BL3PACTHHU, HAMA JIAHHW, Y€ aApPUIUANPA30Jl NMPUYMHABA KJIMHHUYHO 3HAYUMH
MPOMEHU B HUBATAa Ha 001K XonecTepod, Tpuranuepunre, HDL w LDL.
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IIporakmun

CTOWHOCTHUTE Ha NPOJIAKTUH €A OLICHCHH BBLB BCHUYKHU MPOYUBAHUS HAa BCUYKHU J103M HA apHUIuUIipason (n
= 28 242). YecroraTra Ha XUNEPIPONAKTHHEMHS WJIM MOBMILIEH NPOJAKTHH B CEpyMa MpH MaLUEHTH,
nekyBaHu ¢ apununpason (0,3%) e noanobna na mnauedbo (0,2%). 3a naumeHTHTE, NOJy4aBallH
apuIiMnpas’oJl, MeJiHaHaTa Ha BpEMETO 10 10sBa € 42 IHU W Cpe/iHa NPOAB/DKUTEIHOCT € 34 HM.

Hecrorata Ha XWIONPONAKTHHEMHMS WM [OHHXKEHHM CTOMHOCTH Ha MPOJIAKTHH B cepyMa MpH
NalMeHTH, JeKyBaHu ¢ apununpasosn Oewe 0,4%, B cpaBHenue ¢ 0,02% npu nauMeHTH, JIEKYBaHH C
n1aiefo. 3a naureHTUTe, 1oJiyyaBaliy apuImnpasos, Mejimanara Ha speMero 10 rnossa 6ewe 30 gHu
U cpeiHa npoabipkuTenHoct Oee 194 .

Manuunu enuzoou npu bunoiapHo aghexmusHo pazcmpoucmeo

B nBe 3-ceiMUYHM nnanedo KOHTPOJIUpaHU U3NMUTBAHUSA HA MOHOTEpPANUs ¢ NMPOMEH/MUBH /103U MpH
MallMEHTH C MAHWUEH WJIM CMECEH €ru30/ Ha OMMONIIPHO a(EKTUBHO Pa3CTPOMCTBO apHMIMIIPaAsoJl €
nokasajl ro-BMCOKa €(pUKacCHOCT CripsMo rJjanedo npu HamaiasiBaHe Ha MaHUHWHHUTE CUMIITOMH 3a 3
ceAMULM. Te3n u3nuTBaHus ca BKIIIOYBAJIM MALIMEHTH ChC UIIK O€3 NCUXOTHYHU CUMITTOMH M ChC WUJIH

6e3 Obp30 LMKJIMYHO NPOTHYAHE.

B eaHo 3-ceamuyHo nnanebo KOHTPOJIMPAHO MPOYYBAHE Ha MOHOTepanus ¢ (UKcUpaHa a03a IpH
MalMeHTH ¢ MaHHUEH WJIK CMECEH €IM30/1 Ha OUNOJISIPHO a)eKTUBHO pa3CTPOMCTBO apUITMIIPa3oJl He €
Mokasaj no-BUCcoKa e(UKacHoCT cripsmo rniatedo.

B aBe 12-ceimuunmn, KOHTpOJIMpaHK ¢ nianedo U akTMBHO BELIECTBO, M3MMUTBAHMUA HAa MOHOTEparus
[pH MalHEHTH C MAHUEH WJIK CMECEH €nu30/1 Ha OUNOJASIPHO aPEKTUBHO pa3CTPOMCTBO, ChC WK Oe3
MCUXOTHYHH CHUMIITOMH, apUITUIIPa30Jl € I0Ka3aja Mo-BUCOKa ePUKACHOCT cnpamo mniauedo Ha 3-ta
CE/IMHLIA W MOJUIbpXKaHe Ha €(DEKT CPAaBHUM C JIMTHHA MM XaJlonepuao, Ha 12-Ta ceaMuua.

ApHUnunpasoJi e nokasajl 1 JJIOCTUraHe Ha CHMIITOMaTU4YHA PEMUCHS Ha MaHUsiTa Ha 12-Ta ceamuLa
MPH 4acT OT MalUEHTUTE, CPABHUMA C Ta3M INPH JIMTHH U XaJI0NIEPHIO0JI.

B eano 6-ceimuubo ruianebo KOHTPOJIMPAHO TPOYYBAHE MPU TALMEHTH C MaHMEH WJIM CMECEH
€nu30/ Ha OHWMONApHO a(EeKTUBHO Pas3CTPONUCTBO, CbC MJIM 0€3 NCUXOTHYHU CHMNTOMH, KOWTO
HYaCTHYHO HE C€ IMOBJIMABAT OT MOHOTEpAIus C JIMTUHA WK BAJINpoaT Mpy TeparneBTHYHH CTOMHOCTH B
cepyma 3a 2 CeJAMMLM, J00aBAHETO HAa apUITMIIPa30Jl KaTo a/IlOBAHTHO JICYEHUE € JIOBENO /10 IOo-
BUCOKA €()MKACHOCT IpH HamassiBaHe Ha MaHUHUHWUTE CUMIITOMM B CPaBHEHHWE C MOHOTEpanusaTa ¢
JIATHH WK BaJITIpoar.,

B eaHo 26-ceamuuHO 1uianedo KOHTPOJIMPAHO MpoyvBaHe, CbC 74-CEJIMMYHO TNpPOAbJKEHHE, IpH
MaHWHHHK TMALMEHTH, MNOCTUIHAJIM PEMMUCHUs C apuUIMunpaso/l 1o BpeMe Ha crabuiuzauvoHHaTta (asza
Npeand paHA0MM3allMs, apUITUIIPa3’0Jl € nokKasaj NpeRb3X0/ACTBO Haj niaaucbdo 3a npejoTBpaTsaBaHe Ha
OMIIOJIAPHHU PELH/IMBH, NPEJIMMHO 3a NPEJIOTBPATABAHE HAa MAaHHUs, HO HE € MoKa3aJjl MPeBb3X0ACTBO Ha/l
rnjauebo 3a npeoTBpaTsIBaHE Ha PCLMAMBUTE Ha JICTIPECHSI.

[Tpu enno 52-ceamuuHO naanedo KOHTPOJUPAHO NMPOyUYBaHE, NPU NMALUMEHTH ¢ OUIOISAPHO aQeKTHBHO
Pa3CTPOMCTBO THII | ¢ HACTOALL MAHUEH MJIM CMECEH EITHU30/1, KOUTO ca JIOCTUIHAJIU cTabHU/IHA pEMUCHS
(Y-MRS 1 MADRS 06u1 pesyarar < 12) Ha apununpazon (10 mg/auesto a0 30 mg/nHeBHO), Jjo6aBeH
KbM JIMTHH WK BaJinpoar 3a |2 nocnenoBatesiHM CeAMMUM, A00aBEHUAT apUITMNPa3o/l € Mokasal
NPEeBBL3XOJACTBO Cripamo 1ulanedo ¢ 46% rnoHWKEH PUCK [PU NMPEBEHUHS HA OUINOASIpeH peuuvB
(koepuumeHT Ha puck 0,54) u 65% nOHWKEH PUCK NPU MNPEBEHLMA HA pELMIMB Ha MaHMS
(koepuumenT Ha puck 0,35) cnpsimo nobaBeHoTo rulauebo, HO He € MoKas3al NMPeBbH3XOACTBO CHPAMO
miauedo npu npesBeHuUMs Ha peuMaMB  Ha Jenpecus. JloGaBeHUST apununpazon € rnokaszal
NMPEBH3XOACTBO CNpAMO 1janedo B usMepuress Ha Bropuunus pesyarar, CGI-BP pesynrar 3a TexecT
Ha 3a0onsaBaHeTO (MaHus). B ToBa npoyuBaHe U30paHUTE OT W3C/IE/IOBATE/IMTE MALIMEHTH ca OWJIM Ha

[launenTure ca Ounm crabuiusupanu 3a roHe |2 noclie/loBaTes/IHM CEJIMULM C KO ()\?\
apUIIKMIpPas3o)l U ChlllMg cTabuamnsarop Ha HactpoeHWeTo. Crabuau3vpaHUTE NalMeH . ca ‘L'Z,\
OWJIM PaHIOMU3MPAHK J1a 1POJILJ/DKAT ChUIMS CTAOMIM3ATOP HA HACTPOEHHWETO C %‘a’&ﬁeheﬁﬁ 3
apununpaso/i uiu ruiauedo. Herupu noarpynu chbe crabUian3aTtopu Ha HACTPOEHUETO &iéoﬁel{él;{'ﬁ’ jge ;
- ey, g - -
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B paHAOMH3MpaHaTa (asa: apununpazon + JIMTHIA; apununpasoj + pajanpoar; ruanebo + aUTHA,
nnauebdo + paynnpoar. Crenenure no Kaplan-Meier 3a peliniMB Ha €nu30/1 Ha HACTPOEHHUETO 3a PaMOTO
C JIOITbJIHKTEIHA Tepanus ca Ouin cboTBeTHO 16% 3a apununpazon + nutuii 1 18% 3a apununpaszon +
BaJINpoar, cpaBHeHM ¢ 45 % 3a ruauebo + autuii u 19% 3a nnauedo + Bannpoar.

[leanaTpryHa nonynaius

Huszoppenus npu onoutu

B 6-ceaimMuyHO u1auedo KOHTPOIMPAHO KIIMHUYHO Npoy4BaHe, BKJouBallo 302 1oHOWHM ¢ n30ppeHus
(13-17 roavHK), € NO3ZUTUBHU WJIM HETATUBHWU CUMITTOMHM, apUITHIIPA30J1 C€ CBbP3BA CbC CTATUCTHYECKH
3HAYUMO MOJA0OPEHUE HA NMCUXOTUYHHUTE CUMITTOMM, B CpaBHEHHUE ¢ ruianebo.

B cybananu3 Ha nonysaims Ha IOHOLWK Ha Bb3pacT Mexay 15 u 17 roaunu, npeacrasnssauiy 74% ot
lis1aTa M3cje/iBaHa [onyJjauus, nojulbpxkaHe Ha edekra ce HabjionaBa B NpOAb/DKEHHE Ha 26
CEJIMHYHO OTBOPEHO Pa3lLUPEHO NPOYUBAHE.

B eano 60- no 89-ceaimuuHO, paHJOMHU3MpPAHO, ABOHHO-C/IANO, MJauebo KOHTPOJIHWPAHO NpOy4YBaHE
rnpu 1oHowHM (n = 146; Bu3pact 13-17 roauHu) ¢ IM30ppeHUs HMa CTaTUCTHYECKH 3HAYMMAa pa3jiMKa B
YyecToTaTa Ha PEeLMIHB Ha NCUXOTHYHU CUMIITOMM MEXay rpynara Ha apununpa3son (19,39%) u tasu
Ha njaiedo (37,50%). Toukosara ouenka Ha koeduumenrta Ha puck (HR) e 0,461 (95% nosepureneH
uarepsai, 0,242-0,879) B usnara nonynaums. B ananuza Ha nojarpynara ToukoBara oueHka Ha HR e
0,495 3a naumenTure Ha Bb3pact oT 13 1o 14 roaunun B cpaBHenue ¢ 0,454 3a nayyMeHTUTE Ha BB3PacCT
ot 15 1o 17 ronmHu. Beripeku ToBa ouexkara Ha HR 3a no-mnanara b3pacroBa (13-14 roauuu) rpyna
HE e TOYHA, OTpa3sBalKHK Mno-Majikus Opoi nauKMeHTH B Ta3u rpyna (apununpasosn, n = 29; nnauebo, n =
12), U IOBEPHUTEIHUAT MHTEpBasl 3a Ta3u oucHka (Bapupaui ot 0,51 no 1,628) He no3BonsBa na ce
HarpaBaT U3BOJIM 3a HAJIMMMETO Ha e(eKT OT JieueHHeTo. 3a pasjiuka oT ToBa 95%-us JloBEepUTENICH
uHTepBaj 3a HR B no-sbw3pacthara noarpyna (apununpasof, n = 69; nnauedo, n = 36) e or 0,242 no
0,879 u cinenoBaresHo MOXe Jla ce HanpaBd M3BOA 3a €(EKT OT JCUYEHUETO MpPH MO-Bb3PACTHUTE
[MaLHEHTH.

Manuunu enuzoou npu oeya u lonowu ¢ Gunoaspno agexmusio pazcmpoucmeo mun [

Apununpaszont ¢ usciaeasan B 30 ceamMuyHo, naauebo KOHTPOIMPAHO KJIMHUYHO TpOYy4BaHe,
BKJIIOYBALLO 296 neua u onowu (ot 10 1o 17 rogunu), KOMTO ca NokpuBaiu kpurepuure Ha DSM-
[V 3a OunonsspHo apeKTUBHO pascTporcTBO THIT | ¢ MAHMIHKU WM CMECEHH €MNU30JM ChC WM Oe3
MCUXOTHYHA KOMIIOHEHTa W ca umand Y-MRS pesyarar > 20 npu wusxoanure Huba. Cpen
MNaLMEHTUTE, BKJIIOYEHW B [TbPBHYHHUA aHaiu3 3a edukacHocT, 139 nauueHTa ca HUMau
chirbTeTBalAa jauartHosa ADHD (cunapom na XunepakTHBHOCT ¢ JIeDUUMT HAa BHUMAHHETO).
ApHIUIPas3osl € roKasajl Nnpepb3XoJICTBO B CpaBHEHHUE C ruianebo 3a npoMsiHa OT M3XOJIHWTE HUBA
Ha 4-ta U 12-Ta cesimuua no Y-MRS o0ur pesysrrar. B nocniesail aHanus, noaoOpeHUeTo crnpsamo
nanedo € no-u3paseHo Npu NauMeHTH Che ChiThTeTBalla auarnoza ADHD B cpaBHeHue ¢ rpynara
6e3 ADHD, xbaero nama pasnuka cnpsimo riaie6o. [IpeBeHumsTa Ha peLiHIMBY HE € YCTAHOBEHA.
Hai-yecture CBHOMTHA CBBpP3aHM C JIGUEHWETO NpU  naulueHTH, npuemamd 30 mg ca
eKCcTpanupaMu/iHO HapylueHue (28,3%), comuonentnocet (27,3%), rnasobonue (23,2%) v rajaeHe
(14,1%). Cpeanoro ysenuuenue Ha tersoro 3a 30 cetMuueH nepuoji Ha JieueHue € 2,9 kg cpaBHeHo
¢ 0,98 kg npu nauuenrure, npuemainu rianedo.

Paszopasnumennocm, c8bp3ana ¢ aymuszvm npu heouampuinu nayuenmu (8x. touka 4.2)
ApHIUIIPA30Jl € MpOoy4uBaH [P NALMEHTH HAa Bb3pact OT 6 0 17 roaMHu B JiBe 8-ceAMHUHMU,
1a1edo-KOHTPOJIMPAHK NPOYYBaHUs [€IHO ¢ rbBKaBa 103a (2-15 mg AHEBHO) U eHO ¢ (hUKCHpaHa
no3a (5, 10 mam 15 mg aHeBHO)| M eHO 52-ce/IMMYHO OTBOPEHO rNpoyuBaHe. J{o3UpaHeTo B TE3M
MpOYy4BaHMs € 3arOYHAJIO ¢ Jl03a 2 mg JHEBHO, YBEJIMYEHA JI0 S mg JIHEBHO CJIe/l €QHa CE/MHLIA U
yBeJI4aBaHa ¢ 1o 5 mg JIHEBHO BCAKa CEJIMMILLA 10 JIOCTHraHe Ha tapreTHara jo3a. [loBeue ot 759
OT NALMEHTUTE ca 1oJ 13-roauiina Bb3pact. ApUnunpasosi € nokasan CTaTUCTHYECKH 3H
rojisMa e€PUKacCHOCT B cpaBHeHWe ¢ muauebo no rnojckanara 3a pa3pa3HUTETHO
Behaviour Checklist. Bonpekn ToBa, kiMHHYHATA 3HAYMMOCT HAa TE€3H OTKPHUTHA B
ycraHoBeHa. [IpopunbT Ha Ge30nacHOCT BKJIIOYBA YBETMUABAHE HA TETJIOTO W MPOME
MPOJIAKTHH.
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[Ipoab/KUTENIHOCTTa HA TE3M ABJNOCPOYHM MPOyYBaHUsS Ha O€30MacHOCTTa € orpaHuyeHa o 52
ceAMULK. B n3bpanu npoyusaHus, ciyvyaure Ha HUCKM HABA HA NPOJIAKTHUH NPH WHAMBHAHK OT KEHCKH
noa (< 3 ng/ml) v uHaAMBUAKM OT MBXKKKM nos (< 2 ng/ml) B rpyna Ha nauMeHTH, JIGKYBaHU ¢
apununpasos ¢ cboTBeTHO 27/46 (58,7%) n 258/298 (86,6%). B nnauebo-KOHTPOJIMpaHU NPOyYBaHMS,
CpeAHOTO yBeJinueHue Ha teriioto ¢ 0,4 kg B rpynara Ha niiauebo u 1,6 kg npu apununpaso.

APUITHITPA30Jl ChULIO € MPOYYBAH B ABLJTOCPOYHO MOUIbPXKALIO IUIaLebo KOHTPOJIMPAHO MPOYyUBaHE.
Cnen crabunusupane ¢ apununpaszon 3a 13-26 ceamuuM (2-15 mg/aHEBHO), 4acT OT MALUEHTHUTE ChC
cTaOMJIHM TMOKA3aTe/IM ca OCTaHAJIM Ha apUITMIpa30Jl, @ OCTAHAJIMTE ca NPEMUHAJIM Ha rJiauebo 3a olle
16 ceamuum. Yecrorara Ha peunausure no Kaplan-Meier na 16-rara ceimuua ca 35% 3a apununpasol
u 52% 3a nuauedo, kato koeuilMeHTa Ha pUcka OT pelMauB 3a 16 ceamuum (apununpaszon/nnaunedo) e
0,57 (crarucTHYECKM HE3HauyuTe/Ha paszivka). CpelHOTO yBEJIMYEHME Ha TeryloTo ciejl (asara Ha
cTabunusupaHe ¢ apununpason (1o 26-rara ceamuua) € 3,2 kg, a BbB BropaTa (a3a Ha Mnpoy4BaHETO
(16 cenmuum) ce HabJt01aBa cpe/IHO yBejMueHue oT 2,2 kg 3a apununpa3on B cpaBHeHue ¢ 0,6 kg 3a
riauebo. ExkcrpanupaMuaHy CUMIITOMHU ca ¢bo0lllaBaHHW IJ1IaBHO MO Bpeme Ha crabuiunsupaiuara ¢dasza
npu 17% or nauueHTure, Karo ¢ rpemop ca 6,5%.

Tuxoge, cevpsanu cve cunopoma na 1ypem npu neouampuynu nayuernmu (8. mouxka 4.2)
EdukacHocTra Ha apununpasos € rnpoyueHa rnpu rnejMaTpuuHy MalMeHTH ¢be cHHJpoM Ha Tourette
(apunanpaszon: n = 99, mnauebo: n = 44) B e¢AHO paHJIOMU3UPAHO, ABOWHOCAANO, rJialebdo-
KOHTPOJIMpAHO, 8-CEAMMYHO MPOYYBaHE, M3M0JI3BalllO MUIAaHOBA rpyna 3a JieueHue ¢ UKCHpaHa J103a
Bb3 OCHOBA Ha TErJIOTO M JI030B JlMana3oH ot 5 mg/neH no 20 mg/neH npu craproea j103a oT 2 mg.
[TanmenTuTe ca Ha BB3pacT or 7 10 17 roauiiv 1 nokasear cpejina ouerka 30 no nokasarenure 3a o0iia
olleHKa Ha Tukosere no Meiiickara ckana 3a o6iia texcect Ha Tukosete (Total Tic Score on the Yale
Global Tic Severity Scale, TTS-YGTSS) npu Hauannotro HUBO. ApUIunpasoJ rnokaspa nojioopeHue or
13,35 na nokasaresnure no ckasara TTS-YGTSS cnpsamo HayaiHOTO HUBO J10 ceamuLia 8 3a rpynara Ha
HUCcKa a03a (5 mg wiaun 10 mg) u 16,94 3a rpynara Ha Bucoka j03a (10 mg wau 20 mg), B cpaBHEHHE C
noaodpenue or 7,09 npu rpynara Ha rnianebo.

EdurkacHocTTa Ha apununpasot npu NeJAMaTPUUHM NalMEHTH ¢bC CHHJpOM Ha Tourette (apununpasol:
n = 32, nuauedo: n = 29) e oleHena Lo MMpU I'bBKAB J1030B JIHana3zoH ot 2 mg a0 20 mg Ha JeH M
craproBa no3a or 2 mg B l0-ceiMMYHO, paHIOMHU3UpPaAHO, JBOMHOCISANO, 1auebo-KOHTPOJIUPaHO
npoyusaHe, nposejieHo B 10xHa Kopes. Ilaunenture ca Ha Bb3pact or 6 10 18 roaMHu M nokassar
cpeaHa oueHka 29 no TTS-YGTSS npu nawannoro HuBo. ['pynara Ha apununpasoll nokaspa
nojgodbpenune or 14,97 no TTS-YGTSS cnpsmo HawanHotro HuBo a0 ceamuua 10 B cpaBHeHuWe ¢
noaodbpenue ot 9,62 B rpynara Ha ranebo.

M B 1BETE KPATKOCPOUHH MTPOYHUBAHUS, KIMHUYHATA 3HAYUMOCT Ha [10JYHEHHTE JlaHHH 3a ehuKacHOCTTA
HE € YCTAHOBCHA, B3CMAWKH NPEJ/IBU/L cTereHTa Ha jieueOHus eeKT B CpaBHEHHE ¢ rojieMus niauebdo
e(EeKT U HEACHUTE e(PEKTH OTHOCHO NCUXO-COLMAIIHOTO PyHKLMOHUpaHe. JIMNCBaT AbJrocpoYHH JIaHHH
Mo OTHOLUEHHE Ha e(pHUKacHOCTTA M 0Ee30MacHOCTTa Ha apuInunpas’oll MpyH TOBa MPOMEHJIMBO
pa3cTpPOMUCTRBO.

EBponeiickara areHuuMs 110 JiekapcTBara oTJiara 3aJb/KEHHETO 3a NMpPeJIOCTaBAHE Ha pe3yJITaTUTE OT
MpOYy4YBAaHUATA C APMIIMIIPA30Jl B €/lHA WIK [1I0BE€Ye MNOArpyINnd Ha rneJAuaTpyyHara MoryJiauus Ipu
JICUEHHETO Ha K30 peHUst U OUINONIIPHO a(PEeKTHBHO pa3cTpoicTBO (BXk. Touka 4.2 3a uHbpopmalms
OTHOCHO yrotpeda B neauarpusTa).

5.2 dapMaKOKHHETHYHH CBONHCTRBA

AbcopOLus

Apununpasos ce abcopbupa j106pe, KaTo NMUKOBM MJIa3MEHU KOHIIEHTPALIMK CE MOCTHIraT B PAMKHTE Ha
3-5 wuaca cnea npuema. ApUINUNpasol MNpeTbprsiBa MHHUMAJIEH [1Pe-CHCTEMEH MeET
AOcoJiroTHaTa nepopajina OMoHalMuHOCT npu TabaetHata ¢popma e 87%. Borarara Ha m
He MOBJIMABA (hapMaKOKHMHETHKATA Ha apUITUITIPa3oll.

Pasnpenenexue
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U AEXHAPO-apUITUIIPA30J CC CBBLP3BAT CbhC CEPYMHHUTE TMPOTECHHH, MPEAUMHO ¢ aJiDyMHHA, NMOBEYE OT
99%.

buoTrpaHcopmalus

Apununpaszon ce MetabosuM3Mpa akTUBHO B uYepHMsi J1po0, upe3 Tpu OMOTpaHC(HOPMALMOHHU ITBTS:
JAEXHJIporeHupaHe, Xuapokcuianpare U N-neankunupaune. B in vitro npoyuBanus, eHsumure CYP3A4
u CYP2D6 ca OTroBOpHHM 3a JIEXH/IPOTEHUPAHETO WM XWJIPOKCHIMPAHETO HA apununpaszof, a N-
acajikuampatero ce karanusupa or CYP3A4. Apununpaszosl € JIeKapCTBEH TMPOAYKT, HaroJIOBUHA
pasrpeaensil ce MpejaMMHO B CUCTEeMHAra uupkyaauusa. [Ipy crauMoHapHO CbCTOSIHUE, AEXHApPO-
apUITMIIpa3oJl, KOMTO € akTUBeH meraboaut, npeacrasisa okosio 40% or AUC Ha apununpasos B
rnjasmara.

EaumMuHupane

CpeaAHUAT €JIMMUHALMOHEH TM10JIY>)KMBOT HAa apununpaszon ¢ npubsusurenHo 75 uyaca npu Obp3u
metabonmzaropu Ha CYP2D6 v okosio 146 yaca npu 6asuu merabonuzaropu Ha CYP2D6.

O6uMAT TeseceH KIMpbHC Ha apununpason ¢ 0,7 ml/min/kg, kaTo ToH € NMpeIMMHO YepHOAPOOEH.
14
Cnen eaHokpatHa nepopaiina paosza | C|-mapkdpaH apununpason, okojo 27% or npuerara

pa/lIHOAKTUBHOCT CE€ OTKpHBa B ypuHaTa, a okosio 60% B usnpaxuenusta. [lo-manko ot 1% or
HEITPOMEHEHHS apUITUITIPAa30Jl CE EKCKpPEeTUpa ¢ ypuHara, okos1o 18% ce OTKpuBaT B U3IPaXKHEHHATA B
HENIPOMEHEH BH/L.

[legnarpuyna nonynauus

DapMaKOKHHETHKATA HA apUIIMIIPa3osl W JIEXH/IPO-apUITMIIPA30Jl NPH MNEJAHATPUYHU [MALMEHTH Ha
Bb3pacT or 10 a0 17 roaMuu ¢ nojaodbHa Ha Ta3u MNpU Bb3PaACTHHU MNMAILIMEHTH CJI€Jl KOPUIMpaHe Ha
pasJjiuKaTa B TEJIECHOTO TEIJI0.

dapMaKOKMHETHKA TPH CIIELIMAJIHY TPYIH NALMEHTH

Cmapuecka 8v3pacm

He ca ycraHoBeHu pa3nuuus BbB (DapMAaKOKMHCTMKATa Ha apMIMNpa3’ojil MpW 3/ipaBU Bb3PACTHM
00pOBOJILA M TMO-MJIAJAM MH/IMBH/IM, KAKTO M HSKAakBW 3alesiexkumu edekTh Ha Bb3pacTra Mnpu
MonyJalMOHHHUA HapMaKOKMHETHUYEH aHAJIU3 HA NALMEHTHTE C LKW30(hpeHHus.

Ion

He ca ycranoBeHu pas3iinuus BbB GapMaKOKUMHETUKATA HA apUITUITPA30J1 MPH 3PABH MBXKE U HKEHH,
KaKTO M HAKaKBH 3a0e1e)kMMH e(DeKTH Ha 110J1a MpH NnoryJJaluHoHHUS GapMaKOKHHETHYEH aHaU3 Ha
MalMEeHTUTE C IIH30PEHMS.

lomiononywene

nﬂllyﬂHuHOHllaTH cbapmamrmncmqua OlICHKA HC € YCTAHOBHJIa KJIMHUYHO 3HAYUMH, CBHP3aHH C
TIOTHOHOIMMYUICHCTO pa3/IM4Kuid BLB d)ﬂpMﬁI{OKHIICTHKHTH Had ApHUITHUTIPA30JI.

Paca

[TonynaunMoHHaTa papMaKOKMHETHYHA OLIEHKA HE € YCTAHOBM/IA KIIMHWYHO 3HAYMMH, CBBP3aHH C
pacara pa3jiIiuds BbB (papMaKOKWHETHKATa Ha apUITHIIPA30Jl.

bvbpeuno yepeoicoane

YcraHoBeHO €, 4e (hapMaKOKMHETHYHHUTE CBOMCTBA HA apUITUIIPA30J1 U AEXUAPO-aPUITUIIPA30 11

Yeproopobro yepescoane

[Ipu npoyuBane ¢ eiHOKpaTHa /1034, MPY NALMEHTH ¢ pa3/idyHa CTENeH Ha YepHOAPOO
Pugh Classes A, B u C) ne ¢ ycranosen 3nauurenen edekt Ha 4epHOAPOOHOTO Yy
(papMaKOKMHETHKATa Ha APUITUIIPA30J1 W JIEXUIPO-aPHITUIIPA30Jl, HO B MPOYYBAHETO ca

19

: 4 ¢ /
hH‘"‘"—-—-ﬂ- -l—'"':'



camo 3 naumenTa ¢ kiac C yepHoapoOHa LMPO3a, KOETO € HEJOCTATbYHO 3a MPABEHETO Ha 3aK/IHOYEHHUE
OTHOCHO T€XHHA MeTa0OJIMTEeH KalallUuTeT.,

5.3 Ilpeakimnuunn gannu 3a 6ezonacunocr

[IpeAKJIMHUYHUTE 1aHHKW HE ca MOKa3aiu HAKaKbB crieurpuUeH oTpulaTesieH edexT npyu YoBeKa Ha
0a3ara Ha KOHBEHLIMOHAJIHU TPOYUYBaHUS BLPXY (hapmakonorusta Ha 6€30nacHOCTTa, TOKCHYHOCTTA
[PU MHOIOKPAaTHOTO [PHIIOKCHHUE, I'€HOTOKCUYHOCTTA, KAHLIEPOreHHOCTTa M penpojlyKTHBHATa
TOKCUYHOCT U Pa3BUTHETO.

3HaYMMHU TOKCHUKOJIOTHYHU edekTr ca nabioj1aBaHu  C€IMHCTBEHO TMPH JI03U WJIM  €KCMO3ULIMA,
[MpeBUILABALIN 3HAYUTEIHO MAKCUMAJIHATA 1034 WJIM €KCIO3ULIMA TPU HOBEKA, KOETO IMOKa3Ba, 4e Te3M
€(EKTH ca OrpaHUUYEHH WJIK HE ca CBbP3aHHU C KIIMHMYHOTO NpuioxkeHue. Te BKJIIOYBAT: 1030-3aBUCUMA
aZipEHOKOPTHKaJIHA TOKCHYHOCT (JIMNMODYCLMH NMUIMEHTHO aKyMyJinpaHe W/unu 3aryba Ha napeHXUMHH
KJIETKH) TPH TUIbXOBE, 11py 104-ceamMuuno npuiiokenre Ha 1034 ot 20 1o 60 mg/kg/nHesno (3 o 10
[MbTH CHpSAMO cpejaHara craunMoHapHa AUC npu makcumaliHata npenopb4aHa j103a NPH YOBEK) U
MOBHILIABAHE 4YE€CTOTATa HAa AJIPCHOKOPTUKAIHHUTE KAPUMHOMH U KOMOMHHMpAHWUTE aJAPEHOKOPTHKAJIHM
aJICHOMW/KapUMHOMM [pU KEHCKM nabXxoBe, npu aoza 60 mg/kg/nueBHo (10 nbTH cripaMo cpejHa
crauroHapHa AUC npu MakcuMaliHarta npenopbyaHa ao3a rnpu yosek). Hait-Bucokara HeTyMoporeHHa
€KCIO3HLIMA NMPH XKEHCKH TUTbXOBE € Ha/IBUIIaBasa 7 MbTU €KCIIO3ULIMATA Ha MpernopbyaHara J103a IMpu
xopa.

JlonbjanurenHo e nabsojaBanHa M XoJe/idTHa3a B pe3ysiTaT Ha [peUMINUTHpaHe Ha cyidarHuTe
KOHIOraTH Ha XH/JPOKCHJIMpaHUTEe MeTabOJMTH Ha apuIiMnpaszosl B K/Ib4Kara Ha MaWMyHM cliell
MHOI'OKpPATHH Tepopajiiu 1034 oT 25 a0 125 mg/kg/aneBro (1 10 3 nbTH cripsaMo cpejiHa cTaluMOHapHa
AUC Ha MakcuMastHaTa rpernopb4yaHa KJiMHH4Ha J103a wiM 16 1o 81 nbTh MakcuManHaTa npernopbyaHa

7103a Npy 4oBeka Ha Oa3sa mg/mz). OcBeH TOBa, KOHUEHTPalIMKMTE Ha CYJI(aTHUTE KOHIOraTH Ha XHAPOKCH
apUITMINpa3osl B YOBELIKATa JIbYKa IPH MakcHMasiHaTa jonycruma jao3a ot 30 mg JIHEBHO, HE ca
noeeye ot 6% OT KOHIEHTPALIMUTE YCTAHOBEHHU B XUTbYKAaTa HA MaMyHHM 1pu 39-ceIMUYHO NMpoyYBaHe
U ca 11oJ1 TeXHUTE rpaHui (6%) Ha in vitro pa3TBOpUMOCT.

[Ipy myagm nabxoBe M KyudeTa, TOKCHMYHOCTTa HA apWITMIIpa3’ol IPU MPOYYBAHUS C MHOTOKPATHO
MpujaraHe € CcpaBHMUMAa C TOKCHYHOCTTA MpPH BB3PACTHU KUBOTHHU, KATO He ca HabJlo/1aBaHK
HEBPOTKCHYHOCT WJIK HEXeJlaHW e(peKTH, 3acarallly pacrexa.

B3 ocHOBa Ha pe3yiTaTUTe OT IMbJIHUTE CTAHJAPTHU TECTOBE 32 MEHOTOKCHYHOCT, € YCTAHOBEHO, ue
ApPUITMIIPA30Jl HE € TI'€HOTOKCHYeH. llpu npoyuBaHus BbpXy pernpojayKTHBHAaTa TOKCHYHOCT €
YCTAaHOBEHO, Y€ apuIuIIpasoll He yBpexaa ¢epruwiHocTra. KbCHa TOKCHYHOCT, BKJIFOYMTEHO [103a-
3aBHUCHMA KbCHA (peTajlHa OCU(pHKALMA U Bb3MOXKEH TepaToreHeH edekT e HabJiogaBaHa MpH MJbXOBE
MPH /1034, BOJIEIM 10 CyOTEepaneBTHYHN KOHUEHTpauuH (B3 ocHoBa Ha AUC) u nipu 3aiilii 1pM J103H,
BOJACUIK /10 KOHUEHTpauMH 3 W 11 nuTu cnpsamo cpeanara AUC npu jocTUraHe Ha CTalMOHApHO
CbCTOSHUE MPH MAKCUMAJIHATA TIPETIopbYBaHa /1034 B KJIMHUYHATA MMpakTHKa. TOKCHYHOCT NpH Maikara
CC I0ABABA MPH JI03H, 110JI0OHH HA TE3H, NPOBOKUPAIIIH KbCHA TOKCHUYHOCT.

6. OAPMAIEBTHYHHU JAHHHA
6.1 CnHcbK HA HOMOUIHHUTE BCIHIECTBA

JlakTo3a MOHOXMIpaT
Mukpokpuctaina uenyJsosa (PH-101)
[lapeBHYHO HMILLIECTE

Kenesen okcua, xwuar (E 172)
Xujpokeunpornui tenynosa (LH-21)
Maruesues creapar
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6.2 HecbBMECTHMOCTH

Henpuioxumo.

6.3 Cpok Ha roaguocr

4 roAIMHH.

6.4 CrnenuajHHu yCJIOBHSI HA CbXpPaHEHHE

Tosa JICKApPCTBO HC U3UCKBA CIICLIHAJIHH YCJIOBUA HA ChbXPAHCHHC.

6.5 Buawucbabpxkanue na onakKoBKara
baucrepu ot Alu/Alu ponno, nocraBeHu B kKapToHeHa onakoBka cbhabpkaiia 28 win 30 tabnerku.

He BCHUYKM BMI0BE ONAKOBKKM Morar jia Ob/1aT nycHaTH Ha nasapa.

6.6 Cnennajnn npeanasnu MEpKH NPH H3XBBLPJIsiHe U padoTa

HsMa cneriMaliHu U3UCKBaAHUA.

T [NIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
GOAPMAKOHC AJl
Oyu. ,,Ileiio K. SIBopoB™ Ne 44, er. ]

Codus 1164
bbirapus

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20190177

9. AATA HA IThPBO PA3PEINIABAHE 3A YIIOTPEBA/TTIOJHOBSIBAHE HA
PASPEIIEHUETO 3A YIIOTPEBA

JlaTta Ha nmbpBO paspewasane: 19 onu 2019 r.
Jla Ha nocne/1HO NOIHOBsABAHE:

10. HATA HA AKTYAJIUBUPAHE HA TEKCTA

04/2024
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