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KPATKA XAPAKTEPUCTHKA HA INPOAYKTA

1. HME HA JIEKAPCTBEHMS IIPOXYKT

Ouicraapun 5 mg puamupann rabaerxku
Ousicranpun 10 mg punmupann Tabuerku
Olstadryn 5 mg film-coated tablets

Olstadryn 10 mg film-coated tablets

2. KAYECTBEH ¥ KOJIMYECTBEH CHCTAB
Beska ¢punmupana taGnetka 5 mg u 10 mg onanzanu.
IomoHo/u BemecTsa:

Besika punamupana tabnerka Oncranpus 5 mg cbabpika 116,6 mg nakrosa, Gesgoana u 0,128
mg coes neuutuH (E322).

Besika punmupann tabnetku Oncragpus 10 mg chabpka 233,2 mg nakro3a, 6e3soana u 0,256
mg COEB JICLIUTHH.

3a MBJTHUS CITUCHK HA TIOMOIIIHUTE BELIECTBA, BHXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

@unmupanu TabneTky.

Oncragpun 5 mg dunmMupanu Tabnerku: Benw, KPBIJIH, IBOHHOM3I'bKHAIM TaG/IETKH ¢ IMAMETHP
8 mm u o3Hauenme “O1” oT exHaTa CTpaHa.

’//_ TTIl.
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Ouncranpun 10 mg Gpunmupanu Tabnerku: benu, KPBIJIM, IBOHHOM3IIbKHANM TAGACTRY ¢
AnameTbp 10 mm n o3nauenne “O3” ot eqHaTa cTpaHa. Z




4. KIMHUYHHU JTAHHU

4.1 TepaneBTHYHM NOKA3AHAHA

Bwapacmnu

OnaH3zaluH € MoKa3aH 3a JIeUeHUE Ha ].LII/ISOq)pCHI/ISI.

OnaHzanuH e e(l)eKTI/IBeH 3a NoAAbpKaHe Ha KIIMHUYHOTO nono6pelme 10 BpeM¢ Ha
NMPOABIDKUTEITHO JICUYEHUE NPH NAlIUCHTH, ITOKa3ajii HayajleH TCpalCBTHUEH OTIOBOp.

OnaH3amnyH € MoKa3aH 3a JIeYeHUe Ha YMEPECHHU [0 TEXKKH MaHUWHH €MH300H.

OnaH3anuH € MokasaH 3a NPOQUIAaKTHKA Ha PELMIMB -HA MAHMEH ENM30] NPH TIALMEHTH C
GHIIOJIAPHO Pa3CTPOMCTBO, IIPH KOHTO IO BPEME Ha MaHHMEH eNu30] € 611 OCTHIHAT KIIMHUYEH
OTroBOp ¢ OJIaH3anuMH (BX. Touka 5.1).

4.2 JIo3HpOBKa ¥ HAYHH HA NPUJIOKEHHE

Bw3pacmnu:

[usodpenus: IIpenopruBaHaTa HayaiHa 1032 ofaH3anuH € 10 mg/aHeBHo.

Manuen enuson: Havannara nosa e 15 mg Kato eAHOKpaTHA AHEBHA 103a IIPU MOHOTEPAITHS HIIH
10 mg 1HEeBHO NMpH KOMOWHUPAHO JieueHHe (BK. Touka 5.1.)

Ipodunaktika Ha peraMB Ha GUMONAPHO pascTpoiicTo: [lpenopruBanaTa HauatHa qo3a e 10
mg/nHeBHO. IIpy NalMEeHTH, KOUTO ca MOJMyYaBajii OJIaH3alMH 3a JISYEHHE Ha MaHHEeH eNu30., 3a
NpeIOTBpaTABaHe Ha PELIMAMB Ce NMPENOPBUBA MPOIb/DKABaHE HAa TEPANHUATa ChC ChILATa J03a.
Ilpy nosiBaTa Ha HOB €TIH30/1 Ha MaHHUsl, CMECEH eIM30/] WK eNM30/] Ha JENpecHs, JTEUSHHETO ¢
OJIaH3anMH TpsA0Ba a NPOABIDKH (C ONTHMH3HpaHe Ha 103aTa, aKo € HEOGX0IHMO), ¢
IOIBJIHUTENHO JIEYEHHE HA CUMIITOMHTE Ha pa3CTPOHCTBO Ha HACTPOEHUETO, AKO € KIIMHUYHO
NOKa3aHo.

Ilo Bpeme Ha Nle4eHUETO HA IM30(PEHHs, MAHHEH eMW30/ U NMPH NPO(IIAKTHKA HA PELUMBH
Ha GMIOJIAPHO PasCTPOHCTBO, JHEBHATA 11032 MOXKE Jia Oblle KOPMTHpaHa MOCTeNneHHo Ha Gasara
Ha MHIUBUYAJTHOTO KJIIMHHYHO ChCTOSHUE, B paMkuTe Ha 5-20 mg/aHeBHo. [ToBumagane Ha
J03aTa 10 HMBA Ha/l IPENOpbYBaHaTa HAYAIHA J103a CE NPENOPhUBA, CAMO CIIEL ChbOTBETHA
KJIMHUYHA MPeOLieHKa M TpA6Ba Ja cTaBa Hal-00110 Mpe3 MHTEePBAIM HE MO-MAaJIKY OT 24 Yaca.

Onansanun Moxe na ce npueMa 6e3 Bpb3Ka ¢ XpaHEHETO, Thi KaTo abcopOuusTa He ce NOoBIUABa
oT xpaHaTa. IIpu npeycTanoBsBaHe npHeMa Ha OJlaH3aluH TPpsaOBa 1a ce UMa
NPENBUA NOCTENEHHOTO HAMAJISIBAHE Ha [103aTa.

ﬂega H IOHOLIH

OnauzanuH He ce MpenopbyBa 3a YNoTpeda MpH Aeua ¥ IHOLM o 18 roauHu nopaay urca Ha
JaHHH 3a 6€30IaCHOCT K e(UKacHOCT. ITpH KPaTKOCPOYHH KIIMHHYHU MPOYYBaHUs MPOBeIeHH




TIpH FOHOLLH € I0Ka3aHO, Y€ NMOBULIABAHETO Ha TEerJI0TO M NPOMEHHTE B HUBATA Ha MPONAKTHHA U
JIMNHNTE B KPBBTA € M3Pa3eHO B NO-T0J1AMa CTENEH MPH TAX, OTKOIKOTO MPH Bb3PAaCTHH (BHAKTE
Touka 4.4, 4.8, 5.1 u 5.2).

IlaunenTn B_crapuecka Bb3pact: OGHKHOBEHO He Ce NMpenopbyBa 10-HUCKa OT oOHYaiiHaTa
HavajHa 103a (5 mg/AHEBHO), HO TaKaBa JI03a MOXeE 1a C€ MMa NPEIBU NMPY MaLMEHTH Ha U HaJl
65 roguHu, TOrasa, KOraTo KIIMHHYHHTE (JaKTOPH ro Halarat (BX. ChILO Touka 4.4).

IManmeHTn ¢ 6B6peuHO W/MAH YEPHOAPOOHO yBpeXKIaHe: NPH TAKMBA NALMEHTH TPIOGBa A4 ce
MMa npeaBu/ No-HUCKA HavaiiHa 103a (Smg). B ciyuan Ha yMmepeHa yepHoapobOHa
HenocTaThyHOCT (npo3a, Child-Pugh kinac A nin B), nauannara no3a Tpsa6ea na 6u1e 5 mg u qa
C€ yBeIM4aBa C NOBULICHO BHUMaHHE.,

IMon: HauanHara J03a B JO30BHUAT HHTEpBAl OOMKHOBEHO HE € HCO6XO)1PIMO [a € NMMPOMECHAT
TIpH JKE€HH, CIIPAMO TE3H IIPHU MBIKE.

Hymalm: Hauannarta J03a ¥ JO30BUST UHTCPBAJI OOHKHOBEHOHE € HeO6XOIII/IMO Ja ¢€ NpOMEHAT
TIpH HECITYLIAYH, COPAMO TE3H NPH ITyLHayH.

Koraro e Hanuie noseue or eaun 3abapsin MeTabou3Ma ¢dakTop (3KEeHCKH Mo,
crapyecka Bb3pact, HeMylad), TpsOBa 1a ce UMa Npe/IBH HaMallsiBaHe Ha HAYalHATa 1034, Ipu
TE34 NALUCHTH NOBHIIABAHETO HA 103aTa, KOrato € HeoOXoauMo, TpaOBa Ja cTaBa OCTENeHHO.,

4.3 IlpoTrHBONOKA3AHHS

CBp”quyBCTBHTe.HHOCT KBM aKTUBHOTO BELIECTBO HJIHM KbM HSIKOE€ OT IOMOIIIHHUTE BELISCTBA.
HaHI/ICHTI/I, NpH KOMTO € H3BECTHO, Y€ HMA PHUCK OT II0ABATa HA TIJIayKoMa ChC 3aTBOPCH BI'bJl.

4.4 Ciennainu npexynpexaeHHusi H NPeNNa3HH MEPKH NPH ynoTpeba

ITo BpEMEC Ha JICYCHHUEC C QHTHUIICUXOTHLIM, HOI[O6pCHI/IeTO B KNIMHHYHOTO CHCTOAHHUE HA MallUeHTa
MOXK€E€ Na OTHEME OT HAKOJIKO JHH 40 HIAKOJKO CEAMULIM. Hpe3 TO3U [IEPUOO NALUCHTHTE Tpﬂ6Ba
Ja 6’b£[aT BHHUMATCJIHO MPOCHCAABaHU.

HCHX033, C Bbp3aHa C A¢MECHIIHS n/nam NMOBEACHYECKH HAPYINECHUSA

Onanzanus He € TOKa3aH 3a JIeYeHHE Ha [ICUX03a, CBbP3aHa ¢ JEMEHIHs W/ WIM IOBeeHYECKH
HapyIIeHHs U He Ce MpenopbYBa 3a yNnoTpeda pH Ta3H clelHpHIHa Ipyna MalUeHTH, Iopaau
YBeJIMYaBaHE Ha CMBPTHOCTTA U PUCKA OT MO3BYHO-CHJIOBH HHIMAECHTH. B mane6o-
KOHTPOJIUPAHH KIMHUYHH [IPOYYBaHUs (IPOABIDKUTENTHOCT 6-12 ceMMIM ) NIPH NALMEHTH B
HarnpeHaia Bb3pacT (CpeaiHa Bb3pacT 78 rofMHM) ¢ MCHX03a, CBbP3aHa ¢ JEMEHIMA H/HIH
NOBEJICHYECKH HapyLICHUs, € HabJI0aBaHO 2-KPaTHO yBEIUYEHHE HA CMBPTHOCTTA MPH
NaLHeHTUTE, JIEKYBAHH C OJIaH3aNMH, B CPABHEHHE C MALIMEHTHTE, JIEKYBaHH C I1ale6o
(croTBeTHO 3,5 % cnpamo 1,5%). ITo-BucokaTa cMBPTHOCT He € Guiia CBbp3aHa ¢ 103aTa Ha
ONaH3amuH (CpeHa AHEeBHa 7103a 4,4 mg) WK NPOAB/DKMTENHOCTTA Ha JIeUeHHEeTO. PHCKOBHTE
¢akTopH, KOUTO MO3KE J1a TIPE/IPasNOJIOAKAT Ta3H MOMyJALMA NALUEHTH KbM yBeJHYe T
CMBPTHOCT, BKITFOUBAT BB3pacT >65 roauuu, aucarus, cempane, JJIOUIO XpaHeHe oot
Aexunparauus, 6enoapobuu 3abonaBanus (Hanp. NHEBMOHHMS ¢ WK O3 acmypa ; Xuipr
e/IHOBpeMeHHa ynoTpeba Ha GeHzoqHazenuHu. BoNpeku ToBa, 4ecToTaTa Ha CM Ipn:i«n/rrc‘ ciTyHam e,




Ouna no-BUCOKa MpH NAlHEHTHTE, JIEKYBaHHU C OJIaH3allMH B CPaBHEHUE C TE€3W HA nnaue60,
HC3aBUCHMO OT TE€3U PHUCKOBH <1)aKTopp1.

B ¢hlumTe KIMHMYHU NPOYYBaHHS MMA CHOOIIEHHS 38 MO3bYHO-ChIOBH HEXEIaHH ChbOUTHS
(MCHC), nanp. HHCYT, IPEXOAHO HCXEMHYHO HapyweHHe), BIIIIOYHTENTHO H ¢ daTanen U3xon.
Hab6ntonasano e 3-kpartHo yBennyasane Ha MCHC npy nmanuentH, JIEKyBaHH ¢ OJIaH3anyH B
CPaBHEHHUE C MMALMEHTHTE, JIeKyBaHH ¢ nnauebo (coTBeTHO 1,3 % cnpamo 0,4%). Beuuku
NALKMEHTH, JICKYBaHH C OJIaH3aluH MM manedo npy kouto ca Habmogaeann MCHC, ca
MMaJTH TIPEJILUeCTBAIM PUCKOBH (akTOpH. Bb3pact >75 rognHu u cbIOB/CMECEH THIT IeMEHLMS
ca OuM naeHTHULIUPAHU KaTO PUCKOBH (akTopy 3a MCHC BLB Bpb3ka

C JIEYEHUETO C OJaH3anuH. B Te3u npoyuBaHHs He € ycTaHOBeHA e(pMKACHOCTTA HA OJIaH3allUH.

Boaecr na Ilapkuncon

He ce npenopbusa ynotpe6ara Ha onaH3aluH NPH JIEYEHHE HA NICHXO3H, CBBHP3aHH

C NOMaMHHOBH arOHUCTH NpH NaureHTH ¢ 6onectra Ha [apkuHCOH. B kMHMuHM npoyuBaHns,
BJIOLIABaHE Ha MApKHHCOHOBATAa CHMIITOMATHKA M XaIOIIMHALIMK €A JOKIaJBaHH

MHOT0 Y€CTO H NI0-4€CTO B CpaBHEHUE ¢ IU1anedo, KaTo OJlaH3alliH He € N10Ka3all O-TrosMa
e(peKTHBHOCT, CIPAMO N1aue60 10 OTHOLICHHE Ha IEYEHHETO HA MCMXOTHYHHTE CUMITTOMH (BX.
chIIO TouKa 4.8. Hexenanu nekapcrenu peakuuu). B Te3u npoyusaHus, naLueHTUTE,
ITbPBOHAYAIIHO € TPAOBaNo 1a 6bAaT CTAOWIM3HPaHU C Hall-HUCKaTa e(peKTHBHA 1032 AHTH-
NapKHHCOHOBO JieYeHHe (I0NIaMMHOB arOHMCT) M JIa OCTaHAT Ha ChLUIOTO aHTHNAPKUHCOHOB
JICKapCTBEH NPOAYKT W JO3MPOBKA IO BpEME Ha NpoyuBaHeTo. JIeYeHHETO ¢ ONaH3antH

€ 3aI104HATO € 1032 2,5 Mg/IeH U THTPHPAHO 10 MAaKCHMYM 15 mg/neH no npeuenka Ha
H3CNIe0BaTeNs.

HeBponenTuqu MAJIHIHEH CHHIPOM

Hesponentuyen manuraed cuapoM (NMS) e NOTeHUMATHO )KUBOTO3aCTPallaBallio ChCTOSHHE,
CBBP3aHO C JICYCHHETO C aHTUNICHXOTHLH. Psazko ca noxnaasanu ciyuau Ha NMS, cebp3anu ¢
npHema Ha onaHsanuH. Knunuanute npossu Ha NMS ca Xuneprmpekcus, MyCKyJIHa PUTHIHOCT,
HapyLIeHHs B MUCJIOBHMS MPOLIEC, NPOABH HA HAPYILUCHHS BbB BereTaTUBHATA HEPBHA CHCTEMA
(HenpaswuIIeH NyJIC WM MPOMEHH B APTEPHAITHOTO HalAraHe, TAXUKApIHs, U3NOTABAHUSA U
ChpPACYHU apUTMKH). JIOMbIHATENHUTE NPOSBY MO>KE J]a BKIIFOYBAT TOBHILEHHE HA KPEATHH
dochorunazara, MuornobuHypus (pabroMuonusa) U octpa 6b6peyHa HeIOCTATBYHOCT. AKO
MALUEHTHT Pa3sBHE NPU3HALM H CUMIITOMH MOKa3aTenHu 3a NMS vy Halu4ueTo Ha HesACHO
CBCTOSIHME C BUCOKA TEMIIEpaTypa, 6e3 Apyru KIHHUYHH Npossyu Ha NMS, npHeMbT Ha BCUUKH
AQHTHIICUXOTHYHH JIEKAPCTBEHHU NPOLYKTH, BIJIIOUHTETHO U OJIaH3aNMH Tpa6Ba na 6bae
MIPEYCTaHOBEH.

XuneprinkeMus u anader
MHoro psKo € IoK1aBaHa XHIEPITIMKEMHS W/UTH MOSTBA WIH JIEKOMIIEHCAL Ha IMabeT TOHAKora
CBYETaH C KCTOAIM03a WIH KOMA, BKITFOUHMTEITHO H CiTydaH ¢ (pataiieH u3xon (Bikre Touka 4.8). B Hiakou oT
CITyjauTe € IOKJIa/(BaHO MPEILLIECTBALLO [OBULIABAHE HA TETIOTO, KOETO MOXKe J1a Gbjie Npepastionara|
thaxrop. [IperopsHsa ce CbOTBETHO KIMHAYHO MPOCIIEIBAHE, OCOOEHO NMPH NALMEHTH C THA0ETH.
TIALMEHTH ¢ PUCKOBH (JaKTOPH 3a pa3BUTHETO Ha 3aXapeH AMadeT, 32 KOUTO € npenopblng:;éneﬁ penoBeH
KOHTPOJI Ha KphBHATA [TIHOKO34.

Hpomeﬂn B JIMIIHAHHUTE NOKA3aTe/TH




Hexenany npomMeHH B cepyMHMTE HABA Ha JIMITMIMTE ca HaGIFOaBaH! NPH MALMEHTH, JIEKyBaHH C
OJIQH3AMYH B 11aueb0 KOHTPOIMpaHH KITMHUYHM NPOY4BaHHs (BIDK TOUKa 4.8). JIMIMIHUTe HapylleH s
TpsA0BA J1a Ce NIEKYBAT CHIVIACHO KITMHIYHATA TIPAKTHKA, 0COGEHO NPH NALMEHTH ¢ TUCTHIETUMUM | TIPH
TTALMEHTH ¢ PUCKOBH (DAKTOPH 32 pa3sBUTHE HA JIUTTUIHH HAPYIIIEHHS.

AHTHXOJIHHEPrHIHA AKTHBHOCT

BuIipexu ye, npu w4 6umpo MpoyuBaHUSTa OJIAH3AINH N0KAa3Ba AHTHXOIMHEPTHYHA AKTHBHOCT, ONUTET OT
KITMHUYHHTE TPOYYBAHM, [T0KA3Ba HACKA YECTOTA Ha MOIO0HM ciTyyau. T'hif KaTO KITMHUUYHHST OITHT C
OJaH3aMNMH NpH NALMEHTH ChC ChITHTCTBALIM 3a00/1BaHMs € OTPaHHYeH, NPETOpPHYBA Ce TOM J1a Oble
NPENIHUCBaH C IMOBUILIEHO BHUIMAHHE Ha MALMEHTHTE C XHUTIepTpodHs Ha NPOCTaTara Wi NapaiTHHeH
wieyc ¥ NONOOHH CECTOSHU.

YepHoapobna ¢pyuxumns

Yecto ¢ HabMOIaBaHO MPeXOIHO, GE3CHMITTOMHO NOBHLIABAHE Ha YePHOAPOGHHUTE TPAHCAMUHASH, ATAHHH
amuHO Tpactepasa (ALT) u acnaprar amuHoTtpancdepasa (AST), 0c00EHO B HAYANOTO HA JICYEHHETO.,
[NoBuiueHo BHHMaHKeE Ce H3HCKBA NPH NatpeHTHTe ¢ noeuineH: ALT wiwm AST, npu natyerTyTe ©
TNPY3HALM M CHMITTOMH Ha YePHOIPOGHO YBpEXIaHe, KAKTO M NIPH Te3H C MPEIXOIHH ChCTOSIHMS,
TNPOTHHALM C OrPaHAYEeHHE Ha YEPHOIPOOHKS (hYHKLIMOHATIEH PE3ePB WITH TAKHBA, KOMTO ca GHITH JIEKYBaHH
€ NOTCHLMATTHO XENATOTOKCHYHH JICKAPCTBEHH NPONYyKTH. B cityyaii Ha noeminasade Ha ALT wwm AST no
BpEME Ha JIEYEHHETO € HeOOXOMMO TPOCIIEISIBAHE U €BEHTYAITHO OGCHK/IAHE HA HAMANISIBAHE Ha o3arta. B
CJTy4auTe, KOraTo € JUarHOCTHLIMPAH XeTIaTHT (BIIFOUBALLL XeNaToLEeTy apHoO, XOIECTATHYHO HIH CMECEHO
4epHOIPOOHO yBpEeXaHE), JIEUSHHETO C OJIaH3aIHH TPIOBa Ja Ob/IE MpeyCTaHOBEHO.

Heyrponenust

HeobxomaMo € NoBHILIIEHO BHMMAHHE TIPH NALMEHTHTE, KOHTO 110 HIKAKBA PHYMHA Ca C HUCHK Gpoii
JICBKOLIMTH W/WIX HEYTPO(HITH, TIPH NALMEHTHTE 32 KOHTO € U3BECTHO, Ye MONTyYaBaT JIEKAPCTBEHH
MPOIYKTH, BOAEILH A0 HEYTPOTIEHHS, TIPH TNTALIUEHTHTE C aHAMHe3a 33 MEAHKAMEHTO3HO TIOATHCKAHE HA
KOCTHHS! MOZbK/KOCTHO-MO3BYHA TOKCHYHOCT, TP NALIMEHTHTE C MOTHCKAHE HA KOCTHHS MO3BK NOpaH
CBHITBTCTBALIO 3a00/5BAHE, JTbYE/IEUEHHE WM XMMUOTEPAITHA, KAKTO W HPH NALMEHTHTE C SO3HHO(MHITHS WA
MHEIONpOoM(epaTHBHH 3a60naBanms. ChoOILaBa ce 3a 4ecTO HaOII0aBaHa HEYTPOTIEHHS! MPH
CIHOBPEMEHHO IPWIOKEHHE Ha OJIaH3aIIH ¢ BAINPoaT (Bxk. Touka 4.8).

IIpexncBaHe Ha TeyeHHETO

CuMITToMH KaTo noTeHe, 6e3chHHE, TPEMOP, TPEBOKHOCT, TaIeHe WM NOBPBLIAHE Ca AOKIIABAHI MHOTO
panko (<0,01%), korato nprema Ha ONaH3aMNMH Ce NPEKBCBa pA3Ko. [peycTaHOBABAHETO Ha ONTAH3ANMH
TpsA0Ba J1a CTaBa MpH MOCTENEHHO HAMATIABAHE Ha J103aTa.

QT nurepBan

B kimumynm npoy4sanus ca Habmonasann HevecH (0,1%0-1%), KIMHUYHO 3HAYMMK yThiDKaBaHus Ha QT-
unrepsana (Fridericia QT kopexims {QTcF} > 500 MumcekyHmu [msec] no Besko BpeMe Criel M3XOIHOTO
EKT npu natpentn ¢ msxomHo QTcF < 500 msec), Mpy MalMEHTH JIEKYBAHH C OJIAH3AITHH, KOWUTO HAMAT
CMTHM(HKAHTHY PaIH4Ms B KapHOIOTMYHHITE CHOMTHS CIpSMO wiane6o. HeobxomMo e obaye, KakTo 1
TPH APYTHTE aHTHICUXOTHLK, OJIAH3AITMH Jia Ce TIPENTHCBA C TIOBHLIEHO BHUMAHHE 32€/IHO C JIEKAPCTBEHH
TIPOIYKTH, 33 KOUTO © M3BECTHO, Ye yawbKapaT QTc unrepsana, 0coGeHO NpH NALMEHTH B CTapyecka
BB3PAcT, NPY NALMEHTH CbC CHHIPOM Ha BpozieH yakbkeH QT MHTepBal, 3acToiiHa ChpaeuHa
HEZIOCTATBYHOCT, CHPAEHHA XHUIIEPTPODHS, XUTTIOKATHEMHS WM XHIIOMArHE3HEMUS.

Benozen TpoMoemGoIHIBEM / -
Cnyuaun Ha BeHO3eH TpoMOeMmboau3bM (BTE) ca moknansanu npu jedeHue ¢ aH tmeuXomuu
Twi KaTo NauKeHTH, JIEKYBaHH C aHTUICHXOTHIIM Ca U3TIOXKEHH Ha BUCOK PHCK (T-PasBJTHE HA




BTE, Tps6ea na 6baaT npeasuaeHs BCHIKH PUCKOBU (aKTOpH 3a pasBuTHe Ha BTE TIpEIH U 1o
BpeMe Ha jleueHneTo ¢ ONCTaApHH M [1a Ce NperpHeMaT MPO(QHIAKTUYHH MEPKH.

OcnoBnH edexrn Bupxy ITHC

Karo ce umar nipensu1 ocHOBHUTE e)eKTH Ha ONIaH3AITHH BbPXY LIEHTPATHA HEPBHA CHCTEMA, HEOOXOIMHMO €
TIOBHIIIEHO BHUMAHHE NMPH KOMOMHHPAHETO Ha NPOJIYKTa C PYTH LIEHTPATHO IEHCTBALLH JIEKAPCTBEHH
nponyKTH M ankoxon. Twi KaTo 0s1aH3aIHH UH 6UMIPO Ce TIPOSBABA KATO AHTArOHHCT Ha JIOTIAMMHA.
BB3MOXKHO € TO#H J1a aHTArOHM3Hpa e(heKTa Ha IMPEKTHH M MHAMPEKTHH aroHKCTH Ha I0TIAMHHA.

I'tptoBe

Onansanys TpsGBa 1a ce NpHyara BHUMATEITHO NPY NALMEHTH ¢ AHAMHE3a 33 MbPYOBE WM KOHTO ca
MIOEHH Ha (PaKTOPH, KOMTO MOTaT J1a HAMATIAT I'bPUOBHS! Npar. PsIKo ca MOKIIaBAHH CITy4au Ha FhpUOBe
TpH NALMEHTH, KOHTO Ca JIeKyBaHH ¢ oflaHzariH. [ToBeueTo oT Te3u ciydan ca Gim ¢ aHaMHe3a 3a MbpUoBe
WIH PUCKOBH (haKTOpH 32 TSIXHATA NOSBA.

TapanBHA AMCKHHE3HA

B cpaBHuTesTHM NPOYYBaHKs C NPOIKDKUTENHOCT Ha JIEYSHHETO JIO €/1HA TOIMHA, ONAH3ANUH € CBBP3aH ChC
CTATUCTHYECKH 3HAYMMO I0-HUCKA Y€CTOTA Ha IMCKMHE3HA TIPH JieueHre. PUCKBT OT NosiBa Ha TapamBHa
JIMCKUHE3Hs HApacTBa C MPOTWDKMTEHOCTTA Ha €KCIOZHLUATA, TIOpaI KOETO B CITy4aii Ha [osBa Ha
TIPH3HALIA WK CUMITTOMM Ha TapJIMBHA JHCKUHE3US TIPH TTALIMEHT Ha JISYCHHE C OJIAH3aIlH € HeoOXOIUMO
Aa ce OOMHCITH HAMAIABAHE HA J103aTa N NPeyCTaHOBsBaHe Ha JiedeHrneTo. CHMITTOMHTE Ha TapIHBHA
JWCKMHE3Ms MOTaT J1a Ce BIIOLIAT BPEMEHHO WM IOPH A e IPOSIBAT CJIe TIPEKBbCBAHE Ha JICUEHHETO.

OpTocrarnyHa XHNOTOHHSA

B xmHyYHM poyyBaHMs ¢ ONAH3AIIHH MPH MALMEHTH B CTApYeCcKa BE3PacT HEYECTO € HabTIoIaBaHa
OpPTOCTAaTHYHA XMIIOTOHMS. KaKTO M NPH OCTAaHAIMTE aHTHUNICHXOTHYHH CPEJICTBA, U TYK Ce MPENophuBa
TEPHOIMHIHO NPOC/IEIIBAHE HA apTEPUATIHOTO HANIATGHE MPH MAlMEHTHTE Ha BB3pacT Hax 65 T.

Ynorpeta npn aena u wHomu noa 18 roxnau

OnanzanuH He € NpeHa3HAYEH 3a JICUeHHE Ha aeua U IoHow . [IpoyuBaHus pM NauyMeHTH Ha
BB3pacT MexAy 13 ¥ 17 roquHu nokasear pasIHuHH HEKEJIAHU PEAKIMH, BKITIOYHTEIHO
YBejIMvaBaHe Ha TETJIOTO, IPOMEHH B METa0OJIMTHUTE MapaMeTpH H TIOBHILIEHO HEBO HA
npojiakTHHa. He ca npoyueHu nocaeuuuTe 3a NO-AbJIbI MEPHOJ OT BpEME OT T€3H CHOUTHUS U
34TOBa T€ OCTaBaT HEU3BECTHH (BIKTe Touka 4.8 u Touka 5.1).

JlakTo3a

Osncragpud GpuiamMupanu TaGNETKH ChAbPKAT JaKT0O3a. [TaliMeHTH ¢ peaKH HacaeacTBeHH hopMu
Ha HEMIOHOCUMOCT KbM rajakro3a, Lapp naxrazeH geuLMT WK [TIHOKO30-TalaKTO3Ha
Manabcopbuus He TpAOBa Ja NIpUeMaT TO3H JIEKAPCTBEH MPOIYKT.

CoeB JenuTHH
[MaumenTy, anepruvHu KbM GBCTHLM M COs HE TPAOBa J]a IPUEMAT TO3M JIEKAPCTBEH IIPOMYKT.

4.5 BzaumoneiicTBHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH U APYrH OPMH HA B3aNMOJeliCTBHe

HpquBaHI’I}l 3a CHCLII/I(I)I/ILIHI/I B3aUMOJEHCTBUS ca MPOBCIKAAHHU CaMoO IIpH B'b3paCTHH.

-

Lomempormu eawmodeticmest noausisau onigrzarn: T KaTo ONTaH3arvH ce Mela60111/1314pa of CYPIAZ
BEILECTBATA KOMTO MOTaT CrIeLIMGUYHO ]a HHIYLMPAT WIH HHXHOUPAT TO3U H30€H3HM MOI’aT 713 ORITHSIST
(hapMaKOKHHETHKATA Ha ONAH3AITHH. :




Hroviapsina CYPIA2: MeTabonusMBbT Ha ONaH3aImiH MOYe 1a Gb/ie MHIyLMpaH OT TIOTIOHOMYIIEHe 1
KapOamasenHH, KOeTO MO e 1a IOBEIE 10 NOHWDKABAHe Ha KOHIIEHTpaLmsITa Ha onaHsarmH. HaGmomasaro e
Camo JIEKO I0 yMEPEHO NOBHILIaBaHe KIMPbHCA Ha ONIaH3akH. KITHHHYHOTO 3HaUYSHHE 110 BCAKA BEPOATHOCT
€ OTPaHUYEHO, HO Ce MPENOPBEYBA KIIMHUYHO MPOC/ieABaHe H O0CHKIaHe Ha Bh3MOXKHOCTTA 3 MOBMIIIABAHE
Ha J103aTa ONIaH3anyH [PH HEOOXOMHUMOCT, (BXK. To4Ka 4.2).

Hroaoupare na CYP1A2: ®ryBokcamuH, crietyduuer CYP1A2 uBXMOGHTOP, € NOKa3as 3HAYUTENTHO
MHXHMOHpaHe Ha MeTabo/TM3Ma Ha onanzarkH. CpelHOTO yBennyasaHe Ha Cmax Ha OJIaH3aIvH clief
pryBOKCAMMH € GUIIO 54% NP SKeHHU HeTTyLauKu | 77% Npy Mbske myiuaud. CpeTHOTO YBEIIHYABaHE Ha
AUC ha onamsanvH e cboTBeTHO 52% 1 108%. IlpH naipieHTH, KOMTO NpHemaT GUTyBOKCAMHH HITH YT
nHxuOMTOp Ha CYP1A2 Kato tmnpoduiokcaliuH Tpsea 1a ce 0GMUCIIH N0-HHCKA HAYATHA 1034,
HamastsiBare Ha 103aTa Ha onaH3arUH TpsGBa 1a ce UMa TPEJIBHL, B ClTydaii Ha 3aTIO4BaHE Ha JICUEHHE C
nHxuGuTop Ha CYP1A2, KakbBTO € LMnpodiokcalyH. AKo 3anouHe feyerne ¢ uaxuoHTop Ha CYP1A2,
103aTa Ha OJIAH3aIMH TPsIOBa Ja Ce HaMaIH.

Havamsare na Ouonamemochang: AKTHBHWAT BBITICH HAMATISIBA GHOHATIMYHOCTTA Ha TIEPOPATHUS OJIaH3AIHH
¢ 50% no 60% v TpaOBa 1 ce Mprema Haki-MaIKO 2 Yaca NpeIH W ClIe]] OIaH3aIMH.

Hsma nasnm, ye utyokcetun (uaxutuTop Ha CYP2D6), eAHOKpATHH 1034 aHTHAL (AITyMMHHIA,
MarHe3uii) Wi LIAMETHIHMH TOBIUSBAT 3HAYUTEIHO (PAPMAKOKMHETHKATA HA OJIAH3aIHH.

Busrve na onarcann evmy dpveu nexapemeeru npooykem: Onar3arvH MOKe 1a aHTaroH3Hpa eeKTHTe Ha
JMPEKTHUTE X MHIIMPESKTHH TOTIAMHHOBH arOHHCTH.

OnansariH He urxuOupa ocHoHuTe CYPA50 130eH3iMu w gurmpo (Harp. 1A2, 2D6, 2C9, 2C19, 3A4).
Jlvncara Ha B3auMOJIEHCTBHE Ce NIOTBBPIKIABA B 144 6480 TIPOYUBAHHSL, KBJIETO HE € HAaO/FOIaBaHO
MHXHOHMpaHe Ha MeTabo/TM3MA Ha CJISTHUTE aKTHBHH BELLECTBA: TPHLIMKITMYHM aHTHIETIPECAHTH
(Merabomaupary ce npemmmuo upes CYP2D6), apdapus (CYP2C9), reodmman (CYP1A2) swm
mmazenaM (CYP3A4 u 2C19).

He e ycraHoBeHO B3anmozieHCTBHE Ha ONaH3AIMH C JIMTHI WIH GUIIEPHIIEH, TIPH €THOBPEMEHHOTO MM
TNIPHIIOMKEHIE,

TCpaHeBTHqHOTO JICKapCTBCHO MOHUTOpHpaHEe Ha IVIa3MCHHUTE HHUBA Ha BaJIIIpoOaT HE MnoKa3Ba
HCOGXOI{HMOCT OT KOpPE€KHHA Ha Jo3aTa Ha Banmpoar Cjiel BKIIOYBaHE HA OJIAH3AIIHH.

Ocnoenu egpexmu evpxy LIHC

Heo6xonumo e nosuieHo BHUMaHKe NpPH NaLKEHTH, KOHCYMUPAIIM ATKOXO0J HIIM IPHEMALLH
JIEKapCTBEHH NPOIYKTH, Kouto notuckar ILTHC.

He ce npenopbuBa e1HOBPEMEHHO NPHIIOKEHHE HA OJIAH3ANMH M AHTUNAPKHHCOHOBH
JICKapCTBEHH NMPOAYKTH NPH NALUXEHTH ¢ 6osiecT Ha ITapkuHCOH U feMeHIus (BUKTe Touka 4.4).

OTc unmepsan

OcobeHo BHUMaHue Tpﬂ6Ba Ja ce O6’pre aKO OJ1aH3allHH Ce npujiara ¢AIHOBPEMEHHO C
JICKApPCTBCHU NPOAYKTH, 32 KOUTO € U3BECTHO, Y€ YAbJDKABAT QTC HHTEpBAaNa.

4.6 bpemenHOCT U KbpMeHe

Hsma nocrateueH 6poii 1o6pe KOHTPOIMpaHu MpOyHBaHKs NPY GpeMEHHH XKeHH. Hamrlel-mme 'IpﬂGBa na
ObJIaT ChBETBaHH 11a YBEAOMSIBAT CBOS JIeKap, aKO 3a0peMeHEST WM IMAT HaMEPEHHE fz;!a 3a6pemeﬂeﬂT o .




BpEMe Ha JISHCHHETO C OJlaH3aNiH. BBIpekn ToBa, opany orpaHiueHHST ONTHT MU XOpa, ONTaH3aliH
Tpsa0Ba 1a ce mpiiara 1o Bpeme Ha 6peMEHHOCT, CaMO aKO MOTEHLMATHATA TI0/3a OIpaBaBa NOTEHLIMATHUA
PHCK 3 IUT071a.

MBoro psiniko ca RoKaTBAHK CNOHTAHHK CBOGLLEHHS 32 TPEMOP, XHIIEPTOHMS, JIETAPIHA U CBHITUBOCT MPH
AeLa, POZICHH OT MakKH, KOHTO ¢a NIPHEMAITH OJIaH3AITHH TIPE3 TPETHS TPHMECTBP HA GPEMEHHOCTTA.

B npoyuBane npu 3npasH, KbpMELLH sKeHH, € YCTAHOBEHO, Ye OJIAH3arTHH ce EKCKpETHpa C MaiuHHOTO
MtsKo. CpeJiHaTa eKCTIO3HITHA 3a KbpMayeTo (mg/Kg), MpH CTALMOHAPHO CHCTOSHHE € onpezeneHa kato 1,8
% ot no3ara, npueta o Maiikara (mg/kg). [NauyenTkure TpsiGBa 1a GbIaT CHBETRAHH 11 He KbPMST Jerata
CH, aKO NIPHEMAT OJIAH3aITHH,

4.7 EdpexTn BHPXY cHOCOGHOCTTA 32 modHupane H paGoTa ¢ MAMHK

He ca npoexxnaru npoyusaHms 110 OTHOIIEHHe Ha ebeKTHTe BBPXY CTIOCOGHOCTTA 32 modupane u pabora ¢
MauHH. Thii KaTo, ONlaH3aIH MOSKE /1a IOBEZIe IO 110 TOSABATA HA CHHITMBOCT WM 3aMasHOCT, MALMEHTHTe
TpsibBa a GbaaT npeaynpeieHH B CITyyaii, Ye MM Ce HaJlara Jia Ypar/IsBaT MALMHH, BKTFOUHTENHO
MOTOPHH MPEBO3HH CPELICTBA.

4.8 HexelaHH JIeKapCTBEHH pPeaKnuH
Bn3pacramu:

Mtoro yectn HexenaHu leKapCTBEHH peakiyH (>1 %), CBLP3aHH C MPHIOKEHHETO HA ONIAH3AMHH B
KITMHAYHY H3IIUTBAHMS, Ca OWIH CHRITMBOCT M HaJilaBaHe Ha Tervio, €03MHO(MITI, TIOBULLIEHH HUBA Ha
TIPOJIAKTHH, XOJIECTEPOJL, ITIFOK03a M TPHIJTMLIEPHUIH (BIDKTE TOUKa 4.4), [ITIOKO3ypHs, TIOBHLLEH aNeTHT,
3aMasAHOCT, aKaTH3HsL, NTAPKUHCOHU3BM (BIIKTE TOUKA 4.4), THCKHHE3US,, OPTOCTATHYHA XUITOTOHHS,
AHTUXOIMHEPIU4HH e(heKTH, IIPEXOTHO ACMMITTOMATHYHO [IOBHILICHHE HA HUBATA HA CEPYMHHTE
TPaHCAMUHA3U (BIDKTE TOUKA 4.4), OOpUB, aCTCHUS, YMOPa H €IEM.

B rabmanara no-nommy ca M36poeHH HEeXETAHH PEAKLAH U OTKIIOHEHHS! Ha TaGOPaTOPHH TIOKA3ATEH, 10
JaHHH OT CTIOHTAHHHU ChOOILIEHMS W KJTMHIYHH Npoy4BaHus . [Ipu Besko rpynupane B 3aBHCHMOCT OT
HE€CTOTATA, HEXKEJIAaHUTE JIEKaPCTBEHU PEAKLIMU Ce M30POBAT B HU3XOMALI PE 110 OTHOLLCHHE Ha
TAXHATa CepUO3HOCT. TepMHMHHTE 3a 4ecToTa ca OnpeeieHH, KaKTo CJIe/Ba;

MHoro yectu (>1/10)

Yectu (=1/100 no <1/10)

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

Penxu (=1/10,000 no <1/1,000)

MHoro penxn (<1/10,000); ¢ Hen3BecTHa YecToTa (OT HAJMYHHTE JaHHH HE MOXe 1a Oble
HarpaBeHa OLEHKa).

HNzcneaBanns
Mnozo vecmu : ToBULIEHO HMBO HA MPONAKTHH '
Hevecmu: Bucoko HHBO Ha kpeaTnH docdokrHaza, nmoBuLLeH o6 6uHpyOHH
C neuszgecmna
yecmoma: INoereno HUBO Ha ankanHa ¢ocdarasza
Crepaeysnn Hapymenusi x//./: N
Heuecmu: bpanuxapaus, yabmken QTc unrepsan / ’/\\‘, B
C neuseecmna P
yecmoma: Kamepna Taxukapnns / MbxkIeHe, BHE3aIHa CMbPT (BIXKTE TOUKA fl4) .
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Hapymenns Ha KpbBTa ¥ JuMHATA cHCTeMA

Yecmu. Eoznsodunus

Hevecmu:  JleBkonenus

C Heussecmmua

yecmoma:  TpoMOOLMTONEHHS

Hapymenne Ha HepBHaTa CHCTEMA

Mnoeo wecmu: COMHONEHTHOCT

Yecmu: 3aMasHOCT, aKaTH3us °, TIAPKHCOHM3BM °, IHCKHUHE3HS 2

C neuseecmua

yecmoma:  ['bpuOBe, KAaTO B MOBEYETO OT TE3U CJydal MMa aHAMHE3a 33 NPE/LLECTBAII}M MBPYOBE WK
PHCKOBH (PAKTOPH 32 TOSBATA MM.; HEBPOJIEITTUHEH MATMTHEH CHHIIPOM (BIDKTE TOUKA 4.4), IUCTOHUS
(BRIIOUMTENTHO OKYJIOTHpALS), TAPAHBHA TUCKHUHE3HSl, CHMITTOMH Ha OTHEMAHe.
CroManHo-4peBHH HAPYINEHUS

Hecmu.: Jleku, NpeXoaHH aHTHXOJIMHEPrU4YHH e(DeKTH, BKIIFOUBALIM 3all€K H CyXOTa B ycTaTa
C neuseecmna vecmoma: TlaHKkpeaTuT

Hapymienns na 6L0pennTe 4 NMKOYHHUTE IHTHLIA

C neuzgecmua yecmoma: U3uaksare Ha4alOTO HA MHMKLUATA

Hapymenus Ha Ko’kaTa H MOJK0XKHATA ThKAH

Hecmu: OO6pus

Hevecmu. Peakuyn Ha HOTOMYBCTBUTEHOCT, alONELys

Hapymennsi Ha MyCKYJIHO-CKeJIETHATA CHCTEMA H ChEIMHUTEIHATA THKaH

C neusgecmua yecmoma: Pabnomuonusa

Hapywenus Ha MeTaGo1H3Ma H XPaHEHETO

Muozo wvecmu: YBenuuyapaHe Ha TErjioTo

56 Lo
qecmu: HOBHH]CHO HHUBO Ha XOHeCTepOH ", TIOBHIIIEHO HUBO Ha KpLBHfrl‘&_BaX;‘ap7,

5.8
TNIOBHIHCHO HHBO Ha TPHITIHLEPUANUTE ~, TNIIOKO3YpHs, MMOBHULICH alicTHT t A
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C neuseecmna vecmoma: TlosBa MM IeKOMNEHCAlHS M3BECTEH HA auabeT, CBbP3aHO NOHAKOTA
¢ KeTOALM/03a WM INabeTHa KOMa, BKIIIOUMTEITHO CllyqaH ¢ daTaneH u3xol (BHKTe Touka 4. 4),
XUNOTEPMHUs

Coba0oBH HapymIeHHs
Yecmu: OpTOCTaTHUHA XUITOTOHUS

Heuecmu: TpoMm6eMOOIM3bM (BKIIOUNTENHO GeNOApOGEH eMGOTH3BM U IbIG0KA BEHO3HA
TpomObo3a).

Ao nama doxnadeanu cyuau ¢ KOHKpemen npooOyKm:

Cry4au Ha BeHO3eH TPOMGEMGOTH3BM, BKITIOUHTETHO ClIy4aH Ha 6enoapoben eMOOMU3BLM H
CJTyuau Ha TpomG03a B IbIGOKHTE BEHH Ca ChOOLIABAHM ITPH NPUEM Ha AaHTHIICUXOTHIH C
HEHM3BECTHA YECTOTA.

Axo uma ooxnaocean cryuaii c onpedenen npodykm:

Tps6Ba na 6bae MocoueHa BEPOATHOCTTA OT Pa3BHTHE Ha BEHO3EH TPOMGEMOOIHUIBM.
O6mn napywenns 1 eeKTH Ha MACTOTO HA NPHIOKEHHE

Yecmu: Actenus, ymopa, eem

Hapymenns Ha AMyHHATa cHCTEMA

C Heussecmna yecmoma: ANepruyuHy peaKLHH

XenaTo-OHJIHAPHM HAPYUICHHS

Yecmu. TIpexoaHo, aCHMITTOMATHYHO NMOBHILEHHE HA CEPYMHHTE TPAHCAMHHA3H (AJIAT,
ACAT), ocobeno B HA4aJI0TO Ha JieYeHUETO (BIKTe Touka 4.4).

C neuzsecmua yecmoma: Xenatur (BKIIOYBaLI XeNaTOLETYIAPHO, XOIECTATHYHO WM CMECEHO
YEPHOAPOOHO yBpekKIaHe).

Hapymemm HAa BL3IPOM3BOANTE/IHATA CHCTEMA H I'bpJAaTa
C Heussecmua vecmoma: HpI/IaHI/B’bM

! CBBp3anHmTe C TOBA KIIMHHYHU NPOsBH (HalIPUMEP THHEKOMACTHS, ralakTopes M yBeJIHYaBaHe
Ha GrocTa) ca HabmonaBaHu paako. IIpu noBeyeTo NauneHTH HUBOTO Ce BphLIA B pedepeHTHH
rpaHMLM, 6e3 Ja ce Hajlara CliipaHe Ha JIEYEHHETO.

o -m,_\
? B KJIMHHUHUTE NPOY4YBaHHs YECTOTATA HA MAPKHHCOHH3bM U JAUCTOHUS TTPH J%aaﬂu‘ ¢
OJIAH3alMH MTALMEHTH € OUITa 3HAYUTENTHO TIO-BHCOKA, HO CTATHUCTHYECKH HE e,z}@qm’énwo no-
pasnuuHa oT Tasu, HabmoaaraHa npu ruane6o. lpH nekyBaHuTe ¢ onamzaniy ﬁanmeﬂm ce’
Ha0JTI0/IaBa NMO-HICKA YECTOTA Ha NAPKUHCOHH3bM, aKATH3HS H IUCTOHHS B CpaBHEHHEL TI/II‘pI/Ipa,HI/I o3




xanonepuaoi. Ilopamu surica Ha noapoOHa MHGbOpPMALYs B aHAMHE3aTa Ha NALIMCHTa 3a eTTM30I1 Ha OCTPH U
KbCHH €KCTparMpaMUITHY IBUTaTEITHA HApYIUEeHNs1, He MOXKeE /la CE HAlpaBH M3BOJ1 B HACTOSIIIINS MOMEHT, Y€
OJIaH3aMNMH Mpe/IM3BUKBA TIO-MAJTKO CITy¥ad Ha Tap/MBHA JUCKUHE3HS WM APYTH KbCHU
EKCTPAITPaMHITHH CHHIPOMHU.

? CUMITIOMH KaTO TI0TEHe, Ge3CHHHE, TPeMOp, Ge3MOKOMCTBO, raieHe H NOBPBILIAHE Ca IOKIIaBaHH TpH
BHE3aMHO CTIMPaHe Ha JIEYEHNETO C OJTaH3aITHH.

* KJTMHHYHO 3HAUMMO YBeITMuABaHE Ha TEITIOTO ¢ HabMONIABAHO NPH BCHUKK rpyrH o BMI, dopmupasy Ha
0azara Ha TETYIOTO B HAYAIOTO HA M3MTBAHETO. Y BEJIMYABaHe Ha TEITIOTO ¢ > 7 % OT ITbPBOHAYATHOTO
TEITI0 € MHOTO 4ecTO U ¢ 15 % oT mbpBOHAYATHOTO TermIo- YecTo. I IpH AwIrocpouHo npwiarasde Ha
JIEKApCTBEHMS ITPOAYKT NALEHTHTE YBEIIUYABAT TErNoTo cH ¢ 25 Y.

5 Cnabo NOBMIIIEHHE B CTOMHOCTUTE Ha JIMITHIIHTE (o6 xonecrepon, xonecrepon B LDL u
TPUITHLIEPHIH) € TI0-H3Pa3CHO MpY NALMeHTH O3 aHaAMHe3a 3a HapylieHa JIMITMIHA OOMsIHA B HAYANIOTO Ha
M3ITHTBAHETO.

6 Ha6monasa ce Npi HOPMaTHU H3XOIHH HHBA Ha XOlecTeposia Ha MamHo (< 5.17 mmol/l), kouto ce
yBeJInYaBaT 10 BUCOKH (= 6.2 mmol/1). [IpoMenuTe B HUBaTa Ha 00IIKS XOJECTEPOI, H3MEPEHH
Ha I1aJiHO OT FpaHHUYHH H3X0aHH (= 5.17 - < 6.2 mmol) no Bucoku (= 6.2 mmol) ca MHOTrO
YECTH.

7 HabmozaBa ce mpyu HOpMasTHH M3XOJHH HHBA Ha TIIOKO3a Ha MafHo (< 5.56 mmol/l), kouto ce
yBenu4asar 40 BUcokH (= 7 mmol/l). IIpoMenuTe B HUBaTa Ha KpbBHATA 3aXap OT 'PaHUYHH
HU3XOJHHU (= 5.56 - < 7 mmol/l) no Bucoku (= 7 mmol/l) ca MHoro YecTu.

® Habmozapa ce pH HOPMa/THH M3XOHH HHBA HAa TPHIIIMIEPHIMTE Ha M1aHo (< 1.69 mmol/l),
KOMTO Ce YBeJIMYaBaT 10 BUCOKH (> 2.26 mmol/l). [IpoMeHuTe B HHBAaTa Ha TPUITIMLIEPHUIMTE,
W3MEPEHH Ha IJ1aJHO OT MPaHHYHHU U3XOoAHHU (= 1.69 mmol/l - < 2,26 mmol/l) no Bucoku

(= 2.26 mmol/l) ca MHOrO YecTHu.

IIpooviorcumenna _excnozuyust (none 48 ceomuyu)

INpoLeHTHT Ha MALHEHTHTE, KOUTO Ca MMaJTH HEKEJTaHH, KITMHHYHO 3HAYMMU MPOMEHH B MIOKAUBAHE Ha
TemoTo, mmoko3ara, 00uyLDL/HDL xonectepon wiH TPHITIMLIEPHIM Ce YBETMYABA C TSYCHHE Ha BPEMETO.
I1py BL3pacTHU NaLMEHTH, KOUTO 3aBBPHIBAT 9-12 MecevHa Tepars, CTereHTa Ha YBeIUUYeHHe Ha
CPEHOTO HHBO Ha IVIOKO3aTa ce MOHIDKABa cllef] OKOIo 4-6 Mecenia.

Cneuua/mu cpynu nayuermu

B xmHuHMTE NPOYUBaHHS TPH NALMEHTH B CTAPYECKa BL3PACT C IEMEHLIMS, JIEYEHHETO C OJTAH3AIIHH €
CBBP3BaHO C MO-TO/IMA YECTOTa HAa CMBPTHH CITy4au M MO3BYHO-CBIOBH HEXKEJIAHH CHOMTIS, B CPABHEHHE C
aneto (BK. cblio 4.4). MHOTo 4ecTH HeKeNnaHH! JIeKapCTBEHH PeakLivK, CBBP3aHHU ¢ yTioTpebara Ha
OJNAH3aIIVH [PH Ta3H IPyTia NalMeHTH, ca OMii HapylIeHHd B TIOXOKATa U nafaHe. YecTo ca HabmonapaHH
TTHEBMOHM, TIOBHLIIEHA TeJIECHA TEMTIEpaTypa, JIETaprysl, epUTEMa, 3PHTEITHH XATFOLMHAIIAH U
WMHKOHTHHEHLIYA Ha ypYHATa.

B xmHIMHY NpoyyBaHKs, MPH NAIMEHTH € JIEKAPCTBCHO-HHTYLIMPaHH TICHXO03U (aroHHUCTH Ha IOTIAMHHA),
CBBp3aHH ¢ Oonectra Ha [ [apkuHCOH, € TOKIIaTBaHO BITOIIABAHE HA MIAPKUHCOHOBATA CHMITTOMATHKA H
XAMOLHHALAN MHOTO YeCTO H [I0-4eCTO B CpaBHEHHE ¢ TU1ane6o.

B enHO KIMHIYHO Npoy4BaHe TIPH NALMEHTH ¢ OUIONpHA MaHUs, KOMOWHHMpaHaTa Tepanus ¢
ONaH3aIvH € I0BeNa 10 HeyTpornieHus B 4,1% ot cinyyanre. Beposited ¢akrop, nonpuHac (TOBA M
6H ca BUCOKHTE [U1a3MEHH HUBA Ha BATNPoaT. ONaH3an1H NPUIIOHKEH ¢ JTMTHH KM BATNPOAT BOTH 10

yBeNH4YaBaHe Opos Ha CITyHaHTe Ha TPeMOp, CyXOTa B YCTaTa, YBeJIMUaBaHe Ha aneTHTa U yaenmlaBaHe Ha
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TerioTo. Hapyiienus B roBopa cblo ca noksiaasany yecto. [To BpEMe Ha JICYEHHETO C OJIaH3alMH B
KOMOWHALIMS C IMTHEA WM TMBATITPOEKC, NOBHIIABAHE ¢ > 7% OT H3XOHOTO TE/IECHO TEIVIO ce Ha0monaga
npr 17,4% o natpeHTHTE N0 BpeMe Ha JieYeHte Ha OCTPOTO CHCTOSIHME (10 6-TaTa ceMMLIa).
TIpoxwmkureHOTO Nevenme ¢ onamsanus (o 12 Mecella) N0 MOBOJ Ha NPOHIAKTHKA Ha PELIMIMB NpH
MALMEHTH ¢ GUIIONAPHO PasCTPOICTBO € Grta CBBP3aHO ¢ NOBHILIABAHE HA TEJIECHOTO TerIo oT > 7% CIpsIMO
HM3XOIHOTO TEJIECHO TerNI0 MPH 17,4 % OT nauyeHTHTE MO BpeMe Ha OCTPOTO ChCTOSHHE (10 6-Ta CeMULIA).
IpoxsypkuTeTHOTO JieueH e ¢ oaH3anyH (10 12 MeceLia) 110 NOBOJL Ha NPO(HITAKTHKA Ha PELIMINB IPH
TALMEHTH ¢ GUIONSPHO PA3CTPOMCTBO Ca CBLP3aHH C NOBHLLABAHE HA M3XOTHOTO TEJIECHO TEIIO ChC 7%
pH 39,9 % or naumenTuTe.

Heya u onoum

OnaHzanuH He € Npe/fHA3HAYeH 3a JIeYeHHe Ha Jelia 1 OHOLM 107 18 romminHa BE3pAcT. Bunpeku ue ne ca
TIpOBENICHH KITMHUYHH NPOY4BaHNS, YHHTO IM3aiH J1a HATIPABH NApAJIENTHO CPABHEHHE HA BIMSHHETO Ha
ONAH3AIMH MEXIY FOHOUIH 1 BB3PaCTHH, AAHHUTE OT MPOY4BAHHS TIPH FOHOLUM Ca CPAaBHEHH C TE3U OT
TPOYYBAHUATA TIPH Bb3PAaCTHH.

Crnenpawara Tabymia 060011aBa HEXKENAHHTE PeaKiMH, AOKTAIBAHH C TI0-BUCOKA YeCTOTa TIPH FOHOIIH
(mMexy 13-17 rofpHu), B CpaBHEHUE C BL3PACTHH MTALIEHTH WK HEKEJIaHHU peakuyH, HaboRaBaHU CaMo
TIPH KPaTKOCPOYIHH KITMHIUYHU NPOYYBAHHS! TIPH FOHOLLH. KITMHIYHO 3HAYMMO yBeTHYaBaHe Ha TEIVIOTO

(= 7%) ce cpelua no-4ecTo NpH IOHOLIECKATA NOMyJIaLKs, B CPAHEHHE C TA3H [IPH Bb3pPacTHH, MPU
CpaBHMMa ekcro3HLus. CTeneHTa Ha yBeH4aBaHe Ha TErJI0TO M NPOLEHTHT HA IOHOILHTE, KOHUTO
MMaT 3Ha4YMTEJIHO MOBHIICHHE HA TEITIOTO € MO-TOJIAM MPH TIPOABIDKUTENHA EKCTIO3HIHA (TIOHE
24 cenqMuUM), OTKOJIKOTO [IPH KPAaTKOCPOYHA €KCIO3MLIHS.

HpPI BCSKO TpYITHPaHe B 3aBUCHMOCT OT YeCTOTaTa, HEXKEJIaHUTE JICKAPCTBCHH PCAKIINH Ce
I/I36pOﬂBaT B HU3XO 11l ped N0 OTHOLUECHHE HAa TIXHaTa CEPHO3HOCT. TepMI/IHHTe 34 4€CTOTAa ca
ONIpPEACTICHHU, KAKTO CJie/iBa:

MHoro uectu (> 10%)
Yectu (> 1% u < 10%).

HMzcaenpannn
Mhnozo wecmu: TlonnmxkeH o6 GUNHPYGHH, yBETHYEH raMa-TTyTaMMIT TpaHCIIENITHAA3a (GGT),
MOBMIIEHH I1a3MEHN HUBA Ha NMPOJIAKTHH .

Hapymenns na HepBHATa CHCTEeMa
Mrnozo yecmu: Cenanms (BKIIOUMTEIHO: XHUIICPCOMHMUS, JIETAPTHs, COMHOJIEHTHOCT).

CromamHo-4YpeBHH HAPYWIEHHS
Yecmu: Cyxota B ycTata

Hapymennst Ha MeTaGo1M3Ma B XpaHEHETO

Mhno20 yecmu: Yeenvuapane Ha TerJIOTO'°, OBHILIEHH HHBA HA TpULTHUEPHIMTE ', MOBHLLIEH
areTHT.

Yecmu: TloBrIeHH HUBA Ha XonecTepon '

Xenaro-OH/IMAPHH HAPYIIECHAS
Mnoeo uecmu. YloBHieHU HHBa Ha cepyMHUTe TpaHcamubash (ALT/AST; BrwkTe Touka 4.4).

9
TloBuieny nnasMeHy HHBa Ha NIPOJIAKTHH Ca NOKJIAABaHU pu 47,4% OT I0HOWIMTE.
1 Vpenuuasane Ha Tersoro ¢ > 7% ot n3xoxHoTO TenecHo Tero (kg) e MHorq,eréﬁ;To, ‘a
TIOBHILIaBaHe ¢ > 15% OT H3XOIHOTO TEJIECHO Terno e uecto. [Ipu MPOXBIDKUFETfA EKCTIO3HLIS
(nonHe 24 ceaAMHULIH), OKOJIO MOJIOBMHATA OT IOHOLIHTE AOCTHTHaxa ¢ > 15% ¥ MoYTH eaHa Tpera
P
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nocTurHaxa c¢ > 25% yBenuyenne Ha U3X0IHOTO CH TeJIECHO Tero. Mexny roHowMTE CpeanoTO
YBEJIMUEHHE Ha TErJ0TO € HANW-TOJISIMO NPH MALMEHTH C U3XOHO HaIHOpPMEHO TerJIO U TE3H CbC
3aTIILCTIABAHE,

" Habmomaar ce mpu usxomnu HOpMaJTHW HHBa Ha raaHo (< 1.016 mmol/l), kouto ce
TOBMIIABAT JI0 BUCOKH (> 1.467 mmol/l) 1 npoMeHu npH W3XOAHN HUBA HA
TPUTTHIICPHIIH, U3MEPEHH Ha TTIAJHO OT rpaHu4HK (= 1.016 mmol/l - < 1.467 mmol/l) no
BHCOKH (> 1.467 mmol/l).

2 TIpoMeHH B H3XOHOTO HHMBO Ha OOIIHSL XOJIECTEPOI, U3MEPEH Ha [TIAJHO OT HOPMAIHH
(<4.39 mmol/l) mo Bucoku (> 5.17 mmol/l) ca yecto HaGOMABaHH. MHOLO 9ecTo ce
Ha0JII0aBaT IPOMEHHU B HUBATA HA OOMIHS XOIECTEPOI OT H3XOIHH rpaHuy4ny (> 4.39 -
<5.17 mmol/l) no Bucoku (> 5.17 mmol/l).

4.9 Ilpeno3upane

Tpwnay u civeron

Moro uecty cummoMH NpH npeosupate (dectora > 10%) BKOYBAT TAXHKAp/IHS, BB30Y1a/arpecHBHOCT,

ABAPTPHSL, PaTMYHM EKCTpaNHpaMHIHH CUMITTOMH HapyIUEHHE Ha Ch3HAHHETO, BAPUPALIIO OT CeIMPaHe
JI0 KoMa.

Hpyru MENMIMHCKH 3HAYMMY NOCTISAMLE Ha NPEIO3UPAHETO Ca NN, KOHBYJICHH, KOMa, Bh3MOKeH
HEBPOJICIITHIEH MAIMTHEH CHHAPOM, MOTMCKAHE Ha IUIAHETO, aCTIMpALUs, XHIEPTOHHS WIH XMIIOTOHHUS,
PHTBMHH HapyIIEHHs Ha ChPLETO (< 2%60T CllyqauTe Ha IIpeIo3MpaHe) Kap/IHOMYJIMOHATIEH apecT.
DaTaTHH NOCIIEMLM Ca IOKIATBAHH IPH OCTPO NMPEJO3UPAHE € 034 OT MOPSTBKA Ha 450 mg, HO ChILo €
JOKITAJIBaHO MPESKUBABAHE CNIEM OCTPO Mpeno3upate ¢ 1 500 mg.

Jlevere winpedosupareno

3a onatzanvH Hsma cnermdiden anTIoT. He ce npenopbusa npeM3BrKBane Ha NnoBpbiiane. Mosxe na ca
TIOKa3aHN CTaH/IAPTHUTE MEPKH 3 JICYEHHE Ha NMPeo3UpaHe (T.€. CTOMALUHA IPOMUBKA, TIPUEMAHE Ha
aKTHBEH BBIVIEH). ETHOBPEMEHHOTO MpUNaraHe Ha aKTUBEH BbIVIEH € MOKA3a/I0 HAMASBAHE Ha
nepopaHaTa OMOHATIHOCT Ha OJaH3arvH ¢ 50 10 60%.

Tpsbea na ce 3an104He CHMITTOMATHHHO JIEYEHHE U TIPOCIIENSABAHE Ha XU3HEHNTe (DYHKIHH B CHOTBETCTRHE
€ KIIMHUYHOTO CHCTOSHHE, BKIOYMTENHO M JIEYEHUE HA XUTIOTOHHSTA U LIMPKYJIATOPHHUS KOJIANC U
NOJIPKA Ha iuXarenHara GpyHkips. [a He ce M3NoN3BaT aJpeHaiH, J0NAMHMH WM IpYTH
CHUMNATMKOMUMETHYHHU CPEACTBA ¢ 6€Ta-arOHMCTHYHA aKTHBHOCT, Thif KATO GeTa~CTUMYJTALIASTA MOXKE /13
BJIOIIM XHTIOTOHHSTA. MOHHTOPHPAHETO Ha ChPIEYHOCHIOBATA (DYHKIS € HEOOXOTMMO 32 YIIaBSHE Ha
BL3MOXHH aPHTMHH. BHUMATeTHOTO MeMIMHCKO HabMoIeHHe i MOHHTOPHpaHE TpA6Ba 1a IPOITRIDKH 10
BE3CTAHOBSIBAHETO Ha MALMEHTA.

5. PAPMAKOJIOT'MYHHU CBOMCTBA
5.1 ®apmakoanHAMHYHE CBOCTBA

DapmMaKoTeparieBTHHa rpyna: aHtuncuxotviim ATC ko NOSAHO3. :
OnaHzanuH € aHTUNCHXOTHYEH, aHTMMAHKEH M CTAOWIM3UPALL] HACTPOSHHETO JIEKapCTBEH MPOMYKT, KOETO
TOKa3Ba LUMPOK GapMaKosIorHyeH mpogui Mo OTHOLIEHHE HA MHOYKECTBO PCLIEITTOPHU CHCTEMH.
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B npexunidmam npoyusanms e 1okazaH aHHUTETLT Ha OJIAH3AIMMH KbM peanua perenrropu (Ki; <100
nM) 3a cepororus 5 HT2A/2C, 5 HT3, 5 HT6; nonavun D 1 » D2, D3, D4, D5; xommvnepruynau
MYCKapHHOBH peterrropd m 1 - m5; andal anpenepriuny; u xuictamutosu H | peuenTopu.
TlpoyusanmsTa ¢ onaH3anyH BbpXy NOBENEHHETO MPH KUBOTHH NOKA3BA SHT, nonamMHHOB W XOiMHepruveH
AHTArOMM3BM, OTTOBAPSIL Ha PELEITTOP-CBbP3BALLIMS TPOMILL. HH 6unpo ONaH3anyH Nokasea Mo-rojisiM
aQUBMTET KbM cepoTOHHHOBHTE SHT2, 0TKONKOTO IoMaMuHOBHTE D2 penenropu v no-rofisMa 5 HT2
4KTHBHOCT B CpaBHEHHe ¢ D2 akTMBHOCTTa MPH 144 61460 MOZIETTH. EeKTPOMHBHONOr HUHITE M3C/IeIBAHHS
TIOKA3BAT, Y€ OJIaH3aNHH CEJIEKTHBHO HAMA/I1BA aKTHBUPAHETO Ha Me3omMOMYHuUTE (A 10)
AOTIAMUHEPTH*{HH HEBPOHH, KATO B CBIIOTO BPEME SIEKTET My BbPXY ITHTHILATA B CTPHATYMA, YHACTBALLM B
MOTOPHHTE hYHKLMH (A9), € MaTbK. OaH3aIMH TOTHCKA YCIOBHHS! pediieKe Ha OTOSIrBaHe, KOETO € TECT,
TIOKA3ATE/ICH 32 AHTHIICHXOTHHYHATA AKTUBHOCT, B I03H [I0-HUCKH OT Te3H, BOACILM JI0 KATAIENcHs — ehexT,
NOJICKA3BALL HEMXETIAHO NOBIMABAHE HA MOTOPHHUTE (YHKIIMH. 32 PazNMKa OT HAKOM APYTH aHTHIICHXOTHYHU
CPCACTRA, OJIaH3aMMH YCHITBA OTrOBOPA B YCIIOBHS HA TECTBAHE HA aHKCHONTMTHYHA AKTHBHOCT.

TpoyuBatms ¢ nosuTpon-emucrHonHa Tomorpadus (PET) npu 3apasu J0OPOBOIILIM, OJIAH3AIMHH B
CIHOKpaTHa nepopatha nosa (10 mg) nokassa mo-ronsMo cespseate ¢ SHT2A, B cpaBHeHHe ¢
AonamuHosuTe D2 petierropu. OcseH ToBa, 06pasHO M3CIe/BaHE Ypes eIMHHYHA (POTOH-EMHCHOHHA
KOMITIOTBPHA TOMOTpagus ¢ eMHCHA Ha evHH4eH Gotor (SPECT) npy nawweHT ¢ M30¢peHHs TOKA3Ba,
i€ MPH [MALWEHTUTE TYBCTBUTEITHH KbM OJIAH3AIMH MMa NO-MAJTKO CBBp3BaHe ¢ D2 B CTpHaTyMa B
CpaBHCHHE C MALMEHTUTE, YyBCTBUTEIHY KbM PYTH aHTMTICUXOTHHYHH CPE/ICTBA M PUCTIEPUIOH, KATO Ta3H
HaxXOJlKa € CpaBHHUMA C Ta3H MPH KIIO3ATTFH-1YBCTBUTE/THUTE MALAEHTH.

B npe ot i8¢ 11aue60-KOHTPOMPaHH H B JIBE OT TPH KOHTPOJIMPAHH C JIEKAPCTBEH IIPOYKT 33 CpaBHEHHe
NpOyBaHHA MPH noseye ot 2 900 narpeHTH ¢ 3odpeHus, NPoSBeHa KAKTO ¢

HATIMYMETO HA TTOJIOKMTE/THH, TaKa ¥ OTPHLIATETTHN CHMITTOMH, OJIAH3ANMH ITOKA3Ba

CTaTHCTUYECKH 3HAYHMO NIOJOOPEHHE KAKTO HA HETATUBHMTE, TaKa H Ha TTO3HTHBHHTE CHMITTOMM.

B MyJImUHaLmOHATHO, ABOMHO-CIIATIO, CPABHUTEITHO NPOYHYBAHE BHPXY MIM30(PCHHUSTA, u3oaeKTHBHHTE
¥ [0JI00HH HapyLeHus, BKmouBalo 1 481 naupeHTa ¢ pasiyHa CTeneH Ha CBBP3aHH ¢ TOBA CHMITTOMM Ha
JAenpeckst (H3X0Ha cpeaHa CToRHOCT 16,6 no ckanara Ha Montgomery-Asberg 3a KIacu(HIMpane Ha
AETIpECHSITa), IPOCTIEKTBHHS BTOPHHYEH AHATTH3 HA NPOMSHATA Ha H3XO/IHMS CTIPAMO KPAHHHS Pe3yITaT Ha
HACTPOCHHETO, NOKa3Ba CTATUCTHIECKH JIOCTOBEPHO nosiodpenue (p=0,001) B rosa Ha onarzanuH (-6,0)
cnpsMO xasoniepunorn (-3,1).

1p natpeHTH ¢ MaHWHHM €T30 T CMECEHH T30/ NPH OUITONSPHHU PasCTPONCTRA, OAH3ANHH
TOKa3Ba T10-BHCOKA €(EKTHBHOCT KAKTO CHPAMO IU1aLedo, Taka U CIpSMO BATTIPOAT CEMMHATPHIT
(MMBATTIPOEKC) B HAMATIABAHE Ha CUMITTOMUTE HA MaHHs! 32 NOBee OT 3 ceaMULI. ONAH3aNHH ChINo
TIOKA3Ba CPaBHHMA C XATOTIEPH/I0I eHKACHOCT, M3pa3eHa C HaCTTa NALWEHTH, TIOMyYHIIH PeMMCHS Ha
CUMITOMH Ha MaHUs M Ha Jienpecks 3a 6 u 12 cenMuim jieuenre. B npoy4Basxe ¢ oaH3aruH B KOMOHHALMS
C JITHi I BU/IIPOAT 32 MUHUMYM 2 CEJIMHIIU, IODABSHETO Ha olaH3arvH 10 mg (KOMOHHHPAHO JieyeHHe
C JIMTHii I BATTIPOAT) € AOBENO JIO TIO-TOJIAMO HAMAIEHHE Ha CHMITTOMMTE Ha MaHUsl B CPaBHEHHE C
MOHOTEpAIHs ¢ JIMTHI WA BANPOAT CEM 6 CeIMUUM.

B 12 mece4Ho npoyuBate Ha MpoduiIakTHKA Ha PELIIMBY HA MAHHIMHH €MTH30/IH, NIPH MALICHTH, TOMTY YN
PEMHCHS IIPH JIEYECHHE C OJIaH3ANMKMH M PaHIIOMM3HPAHH J1a [0y 4aBaT OJIAH3ANMH WIH IT1aLe00, OTAH3AMH
€ NI0KA3aJ1 CTATMCTHYECKH JIOCTOBEPHO MPEBB3XOLCTBO CIPAMO IUIALIE6O 110 OTHOLIEHHE Ha ITHPBUYHHTE
KpaiHH TO4KH 32 NIPOIIIAKTHKA HA PELTMITHBH HA MAHUIHH eMTU3011 NPH GHNONAPHO Pa3CTPONCTEO.
OrnaH3anyH ChLIO € NOKa3al CTATHCTHYECKH JJOCTOBEPHO TIPEAMMCTBO CIPSMO IU1ALe00 [0 OTHOLIEHHE Ha
NPCAOTBPATSBAHE HA PELIAIMBY KAKTO HA MaHUSL, TAKa U Ha JIENIpecHsl.

Ipy Bropo 12 meceuHo npoyuBsare NpH NPOhHIAKTHKA Ha PELIMIMBA HA MAHUIHH MTH30/H, TALHEHTH, pH
KOHTO € MOCTHIHaTa PEMHCHS! ¢ KOMOHHUPAHO JIEYEHHE OJAH3AITHH 1 JITHH, PAHIOMU3HPAHH 13 IOy aBaT
OJIaH3AINH WIH JIMTHI CaMOCTOSATENTHO, OJIAH3AIMHH € NOKA3AN CTATMCTUYECKH CXOMHA KIMHHYHA -
©(MKACHOCT KaTO Ta3H Ha JIMTHS 10 OTHOLLIEHHE HA MbPBUYHHTE KPaiiHH TOUKH 32 NpoUndKTHKA HA
peLMIHBH Ha GHIONSPHO pascTpoticTo (onamsarn 30,0%, matwii 38,3%; p=0,055). '
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Ipu 18-meceuHo npoyHBate Ha KOMGUHMPAHO JIEYeHHE Ha MAHHEH WM CMeCeH €30 IIPH NALMEHTH,
CTabWIM3MPAHH C OJTAH3ANHH [UTOC JIeKAPCTBA CTAGHTH3MPALL HACTPOCHHETO (JTUTVH WM BJNpOAT),
TPOILIDKUTETHOTO JICHEHHE C OJIAH3aIIHH, CbBMECTHO C JTHTHIA WIM BAINPOAT HE € ChC CTATHCTUYECKH
3Ha4MMa 0-100pa KITMHHYHA ePUKACHOCT CIIPSIMO JTMTHIA WM BAJTIPOAT CAMOCTOSTEITHO, 10 OTHOLICHHE
OTnaraHe Ha ODOCTPAHETO Ha GMIONAPHOTO PA3CTPOMCTBO CHITIACHO AMATHOCTHMHITE KPHTEPHH Ha
CHHApOMA.

Heouampuuna nonynayus

OrmTsT NpH 1oHOIM (MexXTy 13 1 17 roauHM) e OrpaHUdeH 10 TaHHH 33 KPATKOBPEMEHHa edrkacHocT
npu m30¢peHns (6 CEIMHLM) K MaHHs, CBbp3aHa ¢ GUMoNspHO pascTpolictso Tvn I (3 CEIMMULIM),
BKJTIOUBAIIM 110-ManKo oT 200 roHoum. OnaH3armiH e npuiaraH Kato (uiekcuOwIHa HaYanHa 103a oT 2,5 mg
> karo ce noctyra 1o 20 mg / qHeBHO. Ilo BpeMe Ha JIEUEHHETO ¢ OJTAH3AMMH, FOHOLLIMTE 3HAYUTEITHO Ca
TIOBULUMITH TEIECHOTO CH TETJIO, B CPABHEHHE C Bb3pacTHUTE. CTETeHTa Ha IPOMEHUTE B HMBAaTA Ha 0611
xosiectepor, xonectepon 8 LDL , tpurimueprinm u nponaxrus (Brokre Touka 4.4 1 4.8) ca no-ronemu npu
TOHOLLIH, OTKOJIKOTO NpH BB3pacTHU. HsMa 1aHHM 3a lofmbprKkaHe Ha ehekTa, JaHHHTE 32 Ge30NacHOCT NpH
NPOILIDKMTENHA YTIOTpeda ca orpaHyYeHH (BroKTe TouKa 4.4 1 4.8).

5.2 ®apmakoKHHETHYHH CBOHCTBA

Onansanun ce aGoopbupa 106pe cliefi IEpOpaTHO MPHIICKEHHE KATO IOCTHra MAKCUMAITHH TUTa3MeHH
KOHLICHTpALMK MKy S-1st M 8-s yac. AGcopOLMsITa He ce MOBIHSIBA OT NMPHeMa Ha XpaHa. AGCOMOTHaTa
OMOHAIMHHOCT 1€l TIEPOPAITHO NIPUIIOXKEHHE B CPABHEHME C HHTPABEHO3HO NIPHICHKEHHE HE € OTpe/IeyISHA.
OnanzanuH ce MeTabOM3Hpa B YepHHs P Ype3 KOHIOTHUpaHe U okucieHHe. OCHOBHUST MeTabosHT B
KpbBTa € [O-N-TmoKypoHHzI, KolTo He NpeMMHaBa 1pe3 KPbBHO-MO3bUHaTa 6aprepa. 3a 00pasyBaHeTo Ha
meTabormaTiTe N-1ecMeTIn 1 2-XHIAPOKCUMETIIT IONpUHACST Lutoxpomu P450-CYP1A2 u P450-CYP2D6.
Hhi6us0 v BaTa MeTabOIMTA NOKA3BAT 3HAYMTENHO M0-HUCKA (PapMaKOIOTHYHA aKTHBHOCT, OTKOJIIKOTO
OJIaH3aIH B U3CTICBaHMSI IPH XKUBOTHM. [ J1aBHaTa (hapMaKoIOrUuHa akTHBHOCT C€ Tb/DKH Ha M3XOIHUSA
onan3armiH. Cnej nepopaiHO NPHIOKEHHE, BPEMETO TOTY)KMBOT Ha OJIAH3AITHH 1PH 3/[PABH JTULIA BAPHPA B
3aBHCHMOCT OT Bb3pacTTa U Tofia.

Ipy 3npaBy HHMBHIK B CTapUecka BE3pacT (65 I. ¥ [OBeye) BpEMETO Ha TIOMYKHMBOT € YTWDKEH B
CpaBHEHKE C ro-M1auTe MHIMBAIM (51,8 cpenry 33,8 yaca), a kiMpbHCHT € Hamanes (17,5 cpenty 18,2
1/4ac). PapmakoKMHETHHHATA BAPHAGIITHOCT, KOSTO Ce HaG/OaBa IIPU MHIMBHITMTE B CTApUecka BB3pacT
HE CC OTIM4ABa OT Ta3H MPH No-My1auTe WHaMBUOK. [1py 44 naupeHTy ¢ tnodpeHns Ha Bb3pact Hag 65 T.
Jo3u ot 5 10 20 mg/neH He ca O CBBP3aHU C HAKAKBB PazdeH NpodHl Ha HEXKEIAHH CHOUTHSL.

TIpu >KeHM BpeMETO NIOMYKUBOT € JIEKO YIwDKeHO (36,7 cpelily 32,3 yaca) B cpaBHEHHE C TOBA IIPH MEXETE,
a KIMPBHCET € HamajieH (18,9 cperiry 27,3 1/4ac). Brripexe ToBa, MPohWILT Ha GE30MACHOCT Ha ONaH3ariH
(5-20 mg) e cpaBHMM MeXIY Xkenute (TF467) 1 MexkeTe (I=869).

He e ycranoBena 3nauiMa pasiika B CpeiHHs eTMMHHALFOHEH NOJTYXKUBOT (37,7 cripsamo 32,4 uaca), KakTo
¥ B KIMpBHCa (21,2 cnpsimo 25,0 1/uac) Mexty nalpeHTHTe C yBpeeHa Ob0peuHa dyHKImMs (KpeaTUHHHOB
KHpbHC < 10 ml/min) 1 3apaBuTe nHIMBHAK. [IpoyYBaHHATA IOKA3BAT, Ye OKOJIO 57% OT GelsI3anus ¢
PaJMOaKTUBEH H30TON OJIAH3alIMH CE YCTAHOBSIBA B YPHHATA [TIABHO 1o/ (hopMaTa Ha MeTabOITHTH.

Tlpy mymaum ¢ nexocTerieHHa YepHOnpPOOHa MChYHKLMS, BPEMETO Ha HOTYKHBOT (39,3itra¢5) e YIBIDKEHO,
a KIMPBHCHT (18,01/4ac) HamarieH, aHATIOTMHO Ha 3/1paBH HeMyluauy (choTBeTHO 48,8 1aca u 14,11/4ac).
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Tpn Hemymaum (MbsKe ¥ 2keHH) BPEMETO Ha TIOMTY)KHBOT € YIhDKeHO (38,6 cnpsmo 30,4 vaca), a
KIMPBHCHT € HamanieH (18,6 cpeiity 27,71/4ac) B cpaBHEHHE C MyLIayH.

TlnasmMeHusT KTMPBHC Ha ONAH3AITHH € NO-HUCHK TPY TTALMEHTHTE B CTapyecka BL3PACT, B CPaBHEHHE C T10-
MJIQIMTe HHAUBHITH, MPH JKEHHUTE B CPABHEHHE C MBXKETE, KAKTO U IIPH HellyLIaulTe B CpaBHEHHe ¢
nywayuTe. Beipeku ToBa, 3HAHMMOCTTA Ha BAHSHUETO Ha BB3PACTTA, 10712 WU MYIIEHETO BLPXY KIMpBHCa
Ha OJIaH3arHH 1 BBPXY HETOBOTO BpEME HANOJTY>KUBOT € TBbP/IE MAIKA, B CPaBHEHUE ¢ obL1aTa
MHTEPHH/IMBU/TYATHA BapHaOWITHOCT. He e ycTaHOBeHa paziika BbB (hapMAKOKHHETHYHHTE NapaMeTpy TpH
TIPOY4BAaHHS, MPOBEJECHH C EBPONEHIM, ATIOHIM ¥ KHTaMLH.

CBBp3BaHETO Ha ONAH3aIIMH C IUIa3MEHUTE NPOTEMHHU € B 93% npu KOHLIEHTPalMM B PAMKUTE OT 7 JI0 OKOJIO
1000 ng/ml. Onanzanms ce cBbp3Ba I71aBHO ¢ AIGYMUH U 0 | —KHCeS1 IHKOIPOTEHH.

Ileouampuuna nonyrayus

FOHoum (Mexy 13 u 17 roaunn): @apMakoKMHETHKATA HA OJIAH3AITHH € MO06HA Ha Ta3H npu
BB3PAcTHH. [IpH KIMHUYHY NPOYYBAHHMs CPeHATA €KCTIO3MIIMSA HA OJIAH3AIHH € ¢ OKOJO 27% Io-
BHCOKa NPH I0HOLWH. [leMOrpad)cKuTe panuuus MeX1y FOHOILM U Bb3PACTHH BKIIFOUBAT MO-HUCKO
CPEIHO TEJIECHO TETIIO U MO-Manbk Opoii Mymadu 1py oHowuTe. Te3n pakTopH BEpOATHO BOLIT
JI0 TIO-BUCOKA CPEHA EKCTIO3ULMSA, HabI01aBaHa TIPH FOHOLIIM,

5.3 IlpenkjMHMYHHA JAHHH 32 6€30MaCHOCT

Ocmpa (pu eOHoKpAanTHAa A030) MOKCUMHOCH?

TIpu3HALMTE Ha TOKCUYHOCT NPH TEPOPAJIEH NPUEM [PH IPH3aYHTe Ca XAPAKTEPHH 32 MOLLHMTE
HEBPOJICTITHLIA: XHITOAKTHBHOCT, KOMa, TPEMOP, KIIOHHYHH I'bPYOBRE, CATTHBALHS M TIOTHCKAHE
YBETMYABaHETO Ha TerN10T0. CpeiHMTE JIETAHM J03H1 ca npudmmsurento 210 mg/kg (3a Murxn) u 175
mg/kg (3a rbxose). Kyuerara noHacst enHokpatHa nepoparta 1o3a 1o 100 mg/kg 6e3 ma ce Habmonasa
JieTanieH 13xoz. KbM KIMHHYHUTE NpH3HALH CTIAJIaT CeIAPaHe, ATAKCHS, TPEMOP, TIOBHIIIEHA ChpIeUHa
YECTOTA, 3aTPY/IHCHO AMILIaHe, MH03a, U aHopekcus. [Ipu Malimynu etHoKpaTHU nepopantm 103 10 100
mg/Kg BOAAT 10 MPOCTpALMS, a BUCOKHTE JI03H U JI0 HEITRJIHA 3ary0a Ha Ch3HAHMe.

XDorrma morcuHocm

B npoyuBaHus BEpXy MMLIKH C NPOIBDKHTEIHOCT [0 3 MeceLia M BHPXY IUTbXOBE H KYUETa C
NPOXB/DKHTENTHOCT CHOTBETHO 10 | ro[mHa, npeobnanasaiim edekTy ca notrckare Ha LIHC,
AHTHXONUHEPTU4HU €()eKTH M NMepUPEPHU XeMATOJIOTHYHH HapyllleHWs. Pa3BuBa ce TojiepaHe KbM
notuckaxero Ha [ITHC. Tlapametpure Ha pacTe)xa HaMa/LBaT IIpy BUCOKH J103H. [TpH ruTexoBeTe ca
HaOnronaBany o6paTMK e)eKTH, KOHTO Ca B Pe3y.TTAT Ha MOBHIIIEHH HHBA HA IIPONAKTHHA H BKIIOUBAT:
HaMa/IIBaHEe TEIJIOTO Ha STYHULIMTE H MaTKATA, KAKTO U MOPGOJIOTHYHH [IPOMEHH BbB BIArA/HIITHHUS
€TIMTEN M B MIICUHHTE HUTE3H.

Xemamonozusma moxcuuHoc.

EdexTv BbpXy XeMaToNOrHYHUTE NapaMeTPH Ce YCTAHOBSBAT NP BCHUKH H3C/IEBAHH BUIOBE XHBOTHH,
BKIOYHTEJTHO JI030-3aBUCHMO NOHIKEHHE HA LMPKYJIAPALIIMTE JIEBKOLIATH TPH MHLUKH U HeCnelMpHYHO
HamaseH1e Ha Oposi Ha LIMPKY/IMpALIHTe JIEBKOLMTH TIPH IUTbXOBE; HE CE YCTAHOBSIBAT, 0baue,
AOKA3aTe/ICTBA 33 KOCTHOMO3BYHA LMTOTOKCHUHOCT. IIpH orpanmuen Opoii Kydera, iekyBaHM ¢ 1034 OT §
wm 10 mg/kg/nen (obiwara exkcriozuimst Ha onanzarid [AUC] e 12 1o 15 mbTH o-BHCOKa OT Tasu MpH
HOBEKa, NIPH NIpHeM Ha [103a 0T 12 mg HeBHO), ce HabmozaBa 00paTiMa HeyTPOTIeHHS, TPOMOOLITONCHHS
Wi aHemust. [Ipy KydeTa ¢ upToneHus He ca Hab/HoIaBaHH HEXKETaHH e(heKTH BhPXY TIPOREHHTOPHUTE H
TpONMQEPHpALIMTE KIETKH B KOCTHHS MOZbK.
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Penpoovnmera nmoxauraiocm

Onanzanyh HAMa TepatoreHeH edekT. Cealpsra NOBIMsBAa KyITyJaTHBHHTE CTIOCOOHOCTH Ha MEKKHTE
rurbxoBe. 1 1osIoBMAT LMKBA ce 3acsra ripu no3u ot 1,1 mg/kg (3 mbTh No-BHCOKHM OT MAKCHMAITHATA 1103 npu
XOpara), a penpOXYKTHBHHUTE NapaMeTPH €a 3aCerHary MpH IUTbXOBE, Ha KOWTO € JaBaHa 1034 OT 3 mg/kg (9
ITHTH TI0-BUCOKA OT MAKCHMMAIIHATA J103a TIPH HOBeKa). B nokosieHHeTo Ha riTbxoBeTe, Ha KOUTO € IaBal
OJIaH3AIMH Ce HaOMmoIaBa 3a0aBsiHe Ha PETATHOTO PasBHTHE W HAMATISIBAHE HUBOTO HA AKTMBHOCT .

M_mmamn

OrnaHzarnuH He € nokasasn MYTar¢HHOCT WIH KJIACTON€HHOCT, IPU ITPOBEAEHUTE B ITHJIEH obeM CTaHapTHH
TECTOBC, BKITKOYBALIH 6a1crepnamm MYTallMOHHH TECT U MIH BUTPO U MIH BUBO TECTOBETE MNPH 6o3a1‘/'rmnm

Kanyepoeennocm

PCS}/J'ITaTI/ITe OT U3CJI€ABaHUA BbPXY MHULIKH U IUTEXOBE BOOAT 10 3aKJIIOYCHHUECTO, YC OJIaH3aIlHH
HC € KaHLICPOTrCHECH.

6. PAPMALIEBTUYHH JAHHHA
6.1 CoucbK Ha NOMOIIHMUTE BelIeCTBA
Aodpo na mabnemxkama

JlakTo3a 6e3BonHa
MHuKkpokpHUCTaTHa IEeNyI03a
Kpocniosunoun

Marnesues creapat

Obguexa na mabaremkama
IonuBuHMN ankoxomn

Turanoe nuokcun (E171)

Tank

Coes neuntnn (E322)

Kcanranoea ryma (E 415)

6.2 HecbBMeCcTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roguoct
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3 ronvHu

6.4 Cuenua THM yc/I0BHS HA ChbXpaHeHHe

Bnucmepu:

ChbxpansBaiiTe B OprHHATHATA ONAKOBKA 3@ 3alllUTa OT CBET/IMHA U BJIATra.
Konmeiinepu:

CobxpansBalite B oprusansara onakoBka. ChxpaHsBaiiTe KOHTelfHepa ¢ TabIeTKHUTe
ITBTHO 3aTBOPEH 3a 3alllUTa OT CBETJIMHA M BJIara.

6.5 lanHu 3a onakoBkaTa

biucrepan onaxkoBkH (AnyMuHwMit/ AryMun#it)

Oncranpun 5 mg ¢rMupann tabnetku: Onakosku ot 10, 28, 30, 50, 56, 84,112
bunMupanu TabIeTKH

Oncranpun 10 mg ¢punmupanu tabnetku: Onakosku ot 7, 10, 28, 30, 50, 56, 60, 84
nl12 ¢uwimupanu tabneTky.

HDPE xonTeiinepu ¢ necuxarop, 3arBopenu ¢ kanauka (LDPE).
KonteliHepH. chanpxkanu:

Oncranpun 5 mg dpuimupanu Tabnerku: 30, 100, 500 punmupany TabreTky.
Oncranpun 10 mg dpummupanu Tabuerku: 30, 100, 500 hbuaMupanu TabIeTKu.

He BcHuxy BHIOBE ONAaKOBKH MOTAT Jia GbAAT MyCHATH B npoaax6a.
6.6 CoennaiHu npeAna3HU MEPKH NPH U3XBLPJIsSiHE H paboTa
Hsima crieumanHu WM3ucKBaHUs

Hewuznonssauusar NPOAYKT HJIH OTNAABYHUTE MAaTCpHaIM OT HEro TpH6Ba Ja C€ YHHUIIIOXKAT
B CHOTBECTCTBHC C MECTHUTE U3HWCKBAHMA.

7. IPUTEXKATEJ HA PASPEILIEHHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18, D- 61118 Bad Vilbel
I'epmanua

8. HOMEP(A) HA PABPEILIEHUETO 3A YIIOTPEBA




9. TATA HA TBPBO PA3PEINABAHE/TIOTHOBSIBAHE HA PASPEIIEHUETO 3A
YIOTPEBA

10. TATA HA AKTYAJIM3UPAHE HA TEKCTA

OxromBpu 2009
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