| 16 HUTENHA ATEHUMR 10 IEKAPCTBATA
’ m};r;l‘xa XEPaKmepuomuKka Ha npogyxma - [IpuAOXeHue 1

‘oM Poa. Ne 956% /60((9—% oY

I --------------------------------------------------------------

KPATKA XAPAKTEPHCTHKA HA 1PO] M "
- Nt dids ""A’ZQ -05- 2025

1. WME HA JEKAPCTBEHHS TPOJYKT | OGOBDOHE M ..o  —

Cnepuaan 37,5 mg npax u pa3TBOPUTEJ! 32 HHIKEKLIMOHHA CYCIEH3Hs ¢ yIbJIKEHO 0CBOOOXK1aBaHe
Speridan 37.5 mg powder and solvent for prolonged-release suspension for injection

Cnepuaad 50 mg npax ¥ pa3TBOPUTEN 3a HHKEKLIHOHHA CYCINEH3Hs € Y/IbJIKEHO 0CBOOOXK 1aBaHe
Speridan 50 mg powder and solvent for prolonged-release suspension for injection

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

| dhnakoH cbabpka 37,5 mg pucnepuioH (risperidone).
| duiakon cvabpxka S0 mg pucnepuaoH (risperidone).

| ml pekoHcTUTYHpaHa cycnen3us cbabpxka 18,75 mg pucnepuaoH (risperidone).
| ml pekoHCTUTYHpaHa CycneH3us cbabpika 25 mg pucnepu1oH (risperidone).

3a MbJIHUS CIIHCBHK HA NMOMOIIIHUTE BelllecTBa BUKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

[Tpax u pa3TBOpUTEN 32 HHKEKLIMOHHA CYCINEH3Hs € YIB/HKEHO OCBOOOK/1aBaHe.

Dnakown ¢ npax:
bsin 1o noytn 641 cBOOOAHO Najail npax.

[Ipeosapumenno nanvineHa CNPUHYOBKA C pAZMBOPUMEN 3d PEKOHCMUMYUpane:
buctbp, 6e3uBeTeH BojAeH pa3TBOp, 0€3 HaJIMYHe Ha YYK/IH YaCTHIH.

Creod pexoncmumyupaue.

EanopoaHa miedHa cycneH3us 0e3 arperatd W/HJIH 4yXK/IH TeJa.
Ocmonanuret: 240-300 mOsm/kg

pH: 7,0 £ 0,5

4. KJIUHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

[Tpu Bb3pacTHu CnepujaaH e rnokasaH 3a noIbpKallo Je4eHHne Ha WH30(peHus, Npy nauueHTH
MOHACTOALIEM CTAOMIH3HPAHH C NEPOPATHH AHTHIICHXOTHLLH.
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4.2 [JA03BpOBKA H HAYHH HA DPHIOKCHHAE

Ho3mposka
Bvspacmuu

Ha4anHa no3a:

3a,TOBEYETO NAIHEHTH NPENOPBbUHTEHATA nosa e 25 mg HHTpaMyCKYJ/IHO Ha BCEKH ABe CeIMHLIH. 3a
nauxeHTuTe, NnpHeMany $HUKCHpaHa 103a Ha NEpOpaIeH PUCIIEPHAOH B MPOABL/DKCHHE Ha BE HITH MOBEYE
CeAMHLH, TpAOBa Aa ce HMa NPEABMA ClieAHATA NPOMAHA HA CXEMATa: MALIHCHTH, JIEKYBaHH ¢ 1038
epopaneH PHCIIEPHAOH OT 4 Mg WM MO-HUCKa, TPAOBRa fa mpueMar 25 mg CriepuaaH, AOKATO MpH
NalLMeHTH, JIEKyBAHH C BHCOKH NepopaiHs 03, Tpabea 1a ce HMa NpeABH] [I0-BHCOKA J103a oT 37,5 mg

Cnepuzan.

KoraTo mauHeHTHTe NOHACTOALICM HE MPHEMAT NepopasieH prcnepHiaoH, Tpabsa Aa ce obMHCITH
MpeABapHTEIHO PHJIaraHe Ha NepopanHa A03a, KoraTo ce H3bHpa HHTPaMyCKy/THA HaualHa J03a.
IMpenoprunTeNHAaTa HauaNHa 4033 ¢ 25 mg Cnepuaan Ha BcekH ABe ceAMHLH. [IpH nauuenTy,
ynorpeSaBaiy no-BHCOKH /103K NEPOPAIeH aHTHNCHXOTHK, TPAOBa A1a ce 0OMHUCIM NO-BHCOKA 1033 OT

37,5 mg CnepHaaH.

Tps6Ba na ce OCHI'YpH JOCTATHYHO AHTHICHXOTHYHO NOKPHTHE Npe3 TPH CeAMUYHHN lag nepHoz ciel
IIEPBOTO HHTPAMYCKYJIHO HHKeKTHpaHe Ha CriepuaaH iy C nepopanen PHCHEPHAOH WM C NMPeAHINHHAT
AHTHNICHXOTHK (BX. TOuKa 5.2)

Crnepupan ne Tps6sa aa ce ynotpebsea npH ocTpH ex3anepbauny Ha masodpenHs 6€3 oCHrypeHo
JOCTATBYHO AHTHIICHXOTHYHO MOKPHTHE C NEPOPAIEH PHCNIEPHAOH WA NPEIHIUHHA AHTHIICHXOTHK MPE3

nocne,nnna TpH ceaMmudeH lag nepHoz ciell M-pBOTO HHTPAMYCKYIHO HHXKEeKTHpane Ha CnepuaaH.

Tloambpiama no3a:

3a MOBEYETO NALHEHTH MPENnophUMTeNHATA 1032 € 25 mg HHTPAMYCKYJIHO Ha BCEKH JBe ceAMHMLH. HAKon
NaHEeHTH MOXKE A2 UMAT MOoN3a OT NO-BHCOKH A03H 0T 37,5 mg mimm 50 mg. Kopurnpanero Ha 103ara BhB
PB3IXOAALIA [I0COKA He TPAOBa Ja ce H3BBHPINEa NO-4ECTO OT BEANBXK HA BCeKH 4 cenMuuu, EdexrsT oT
TOBa KOPHTHpaHe He TpA0Ba /1a Ce OYaKBa N0-PaHo OT 3 ceIMHLH CIIEH TbPBOTO HIDKEKTHPaHe Ha No-
'BHCOKaTa Ao034a. [Ipy KIHHHYHHE Npoy4BaHHs He ce Rabmoaasa JoMLIHUTEHA nonsa oT 75 mg. He ce
NPEnopbYBa MPHICKEHHE HA N03H, TO-BHCOKH OT 50 mg Ha BCEKH J[B€ CCAMHMIIH.

Cmapuecka gv3pacm

AZnanTHpaHe Ha no3arta He e HeoBxoamumo. [penopbuuTeNHaTa 1032 € 25 mg HHTPAMYCKYJIHO Ha BCEKH
ase ceaMuui. Korato nauMeHTUTE A0 TO3H MOMEHT HE ca NNPHEMAaJIH HHKOTra IepOpIeH PHCRCPHIOH,
mpenopbrYMTeNHaTa 1034 € 25 mg CriepuaaH Ha BCEKH ABE CEAMHIH. 3a NAUHEHTH, NPHEMATH QHKCHPAHA
[034 Ha NEPOpaicH PHCAEPHIOH B MPOANDKEHHE Ha JiBE HIH NMOBeUe CEAMHIH, TpaOBa Aa ce uMa npeABA]
cIeHATA MPOMAHA Ha CXeMaTa: NalHEHTH, IEKyBaHH C 21032 NEPOPalieH PHCIEPHJIOH 0T 4 mg HIIH No-
HHCKA, TpROBa Aa nomyuar 25 mg CnepuaaH, JOKATO 34 MAlHEHTH JIEKYBaHH C MO-BHCOKH MEPOpaIHH
1034 TpxOBa Ja ce HMa npeaBy] Mo-Bucoka Ao3a ot 37,5 mg Cnepupan.

TpaGBa Ja ce OCHTYPH JOCTAThYHO AHTHICHXOTHYHO IOKPHTHE Npe3 TpH ceaMu4Hus lag nepuon ciexn
MoCTaBsHe Ha MhpBAaTa Hibkek1MA Crepuaad (Bx. Touka 3.2). KnHHHYHHTE JaHHH 33 PHCIIEPHAOH NPH
MalMeHTH B CTapyecKka Bb3pacT ca orpannyeHy. Cnepuay Tpabpa na ce H3NON3BA ¢ NOBH

ITpH NALHECHTH B CTApUCCKa Bb3PacT.
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Yepnoopobuo u bvbpeuno yapescoane
CneprzaH He € H3C/Ie/[BAH NPH MauHeHTH ¢ YepHoApoOHO H OBOpeuHo yBpeKaaHe.

AKO nalpeHTH ¢ YepHoApoOHo min Ob0peyHo yBpexkaaHe ce HyKAaaT oT JieueHne cbe CnepuyaH, npes
NbpBaTa CEAMHIlA ce NpenopbyBa HaYanHa A03a ot 0,5 mg nepopajieR pHCNEPHAOH 1Ba ITbTH AHEBHO.
Ilpes sropaTa ceAMHIA MOXKE [1a C€ HA3HAYH | Mg ABa MLTH JHEBHO WIH 2 Mg PeAHDBX AHEBHO. AKO
o0mara nepopanHa AHEBHA 1034 OT [TOHE 2 mg JHEBHO C¢ MMOHAcs JoOpe, MoXke Ja ce npuara
HHXEKIHOHHO A03a oT 25 mg Cnepuaan Ha BCEKM 2 CEAMHIIH.

Tpabra na ce ocUrypH A0CTATHIHO AHTUNICHXOTHYHO NOKPHTHE NIpe3 TPH CeAMHIHHA lag neprop cnen
MOCTAaBAHE Ha whpBaTa HHKeKuus Criepuaan (BK. Touka 5.2).

Heduampuuna nonyrayus

, BezonacHocTTa ¥ eprKacHocTTa Ha CrepHjaH NpH Aena noA 18-roaAmHa Bb3pacT He Ca YCTaHOBEHH.
Hsama HamHYHH DAHHH.

HayiH HA [IDHIIOKCHHEC

Cnepnaas TpaOBa ia ce npHara Ha BCEKH ABE CEAMHULM 4pe3 AI00KO HHTPaMyCKYJIHO HHXKEKTHPaHe B
CERANAIIHNHS HIH ACATONIHHA MYCKYJI, KaTO C€ H3MON3Ba CLOTBEeTHATA 00e3onacena uria. 3a
MPHJIOKEHHE B JENITOMAHNSA MYCKYJI Ce H3MON3BA UrilaTa ¢ Jb/DKHHE | HHY, KaTO NP HHXKEKTHPAaHEeTO
TpsOBa Na ce peAyBaT asere pameHa. [IpH riayTeanHo npuioXeHHe Ce H3NON3BA HINaTa ¢ AbDKHHA

2 HHYA, KaTo NMpPH HIDKEKTHPaHeTO TpA0Ba 1a ce pedyBaT ABAaTA CEAaMHINHH MycKyJa. [la He ce npuiara
HHTPaBEHO3HO (BXK. TO4Ka 4.4 M TOUKa 6.6). -

OTHOCHO HHCTPYKLHHTE 32 PEKOHCTHTYHPAHETO Ha JIEKAPCTBEHHA MPOAYKT NpeAu NPHIOKEHHE, BXK.
TO4Ka 6.6.

4.3 IIporaBonoKa’3aAnHS

CBpPBXYYBCTBHTENHOCT KbM 2KTHBHOTO BEIIECTBO MK KbM HAKOE OT NOMOIIHHUTE BEIISCTBA, W30poeHMU B
Touka 6.1.

44 Croennajus npeaynpesxIcHus H NpeANa3EE MepKkH npH ynorpela

3a MALHEHTH, KOHTO A0 Cera He ca JIKyBaHH ¢ PHCTIEPHIOH, C€ IIPENophyBa /1a ce ONpeseln
MOHOCHMOCTTA UM KBbM NepOpalieH PHCIICPHIOH, IPEJH Aa 3ano4ne JeueHne cbe Cnepunan (BK. TOYKA
4.2). |

BCT 3 TC CH

ChnepupaH He € H3CIeABaH NPH NALHUEHTH B CTApYECKa BB3PacT ¢ JEMEHLM, CIeJOBATeIHO TOH He C¢
Npenopbh4Ba 38 MPHIOKEHHEe NPH Ta3H rpyna nalHeHTH. Cnepn,uau HE € JIMIEH3HPAH 34 JICYEHHEeTO Ha
MOBEACHYCHCKH Hapymenna, BC/ICACTBHE HA AEMEHLIHA.

ITosuuiena cMbPMHOCM NPYU NAYUEHMU 8 CIMADYECKA 8b3PACM C OEMERYUR

B MeTaasnany3 Ha 17 XOHTPONHUpAHH NMPOYYBAHHUSA, IPOBECHH C ATHNHYHH AHTHIICHXC
H C PHCIIEPHIOH nepopanto ce Habnioapa ypenHuaBaHe Ha CMbPTHOCTTA MPH TAlNe
Bb3PacT C JeMEHILHA, JIEKYBAHH C aTHIIHYHH AHTHIICHXOTHIIH, B CPABHEHHE C Ianedq
KOHTPOJIHPAHH MPOYYBAHHUA B TA3H IMOMMyJIALHA NAIHEHTH, JIEKYBAaHH NMEPOPAHO C Pk

3
AT/H/08569/001-003/R/001




YeCTOTATA Ha CMBPTHOCTTA € 4% TpH JIEKYBaHH C PHCIICPHAOH NALMEHTH, B CpasHeHHe ¢ 3,1% nipn
nalumeHTH Ha nnaneto. CroTHOMEHHeTo Ha pucka (95% ToueH nopepureneH unTepnan) e 1,21 (0,7; 2,1).
Cpenuara BL3pact (B AHANa3OH) Ha NAlIHEHTHTE C JieTaleH H3xoA € 86 ronunu (Mexay 67-100). lannnTe
OT ABE rofeMH o6CepBaIlHOHHH NMPOYYBaHHA NOKAa3BAaT, Ye NPH NaLMEeHTH B CTAPRECKA Bh3PacT C
IeMEHIHA, KOHTO €A JIeKyBaHH ¢ KOHBEHLIMOHATHH AHTHIICHXOTHLIH PHCKBT OT CMBPT CBILiO € ciabo
NOBHIICH B CPABHEHHUE C TE3H, KOUTO HE CA JIEKYBaHH. Hama JocTaTh4HO JAHHH, 34 Ja C& HANIPABH
NpelH3Ha OLEHKA 33 TOYHATA CTENEH Ha PUCKA H MPHYMHATA 38 NOBHIICHHA PHCK He € H3pecTHa. He e
ACHO IO KAKBA CTENEH JIAHHHTE 38 NOBHINIEHA CMBPTHOCT B 00CEpBAHOHHATE MPOYYBAHHA CE ABJDKAT HA
AHTHUTICHXOTHKA WIN Ha HAKOA XapaKTepHCTHKA (M) Ha NallHEHTHTE.

Ednospemenna ynompeba ¢ gyposemuo

[lpn nnaneGo-KOBTPONAPAHH KIHHHYHA MPOYYBaHHUA C PHCICPHAOH, TIPH MALMEHTH B CTAPYSCKa BB3PacT
C JIeMEHIIMS, JIEKyBaHH eJHOBPEMEHHO ¢ (pypo3eMnz H pHCNEPHIOH, ce Habmoapa Mo-BACOKA CMbPTHOCT
(7,3%; cpenHa Bb3pacT 89 roAMHH, Mexay 75-97) B cpaBHEHHE C NALHEHTH, JICKYBaHH CaMo C
prcnepuios (3,1%; cpenna BB3pacT 84 rognkH, Mexay 70-96) uin camo ¢ gpypozemun (4,1%,; cpenHa
pr3pacT 80 roauun, Mexay 67-90). Yeenudenara CMLPTHOCT IPH NAINEHTH, JIEKYBaHH ¢ ¢yposeMu] 1
pHCIIEpHIOH, ¢ HabmoaaBaHa OpH ABe 0T 00O YeTHPH KIHHUYHH NPOY4BaHHsA. EXHOBPEMEHHOTO
IPHNIOKECHHE HA PHCTIEPHAOH C APYTH AMYPCTHIH (IVIABHO THA3HAHH AHY DETHLM, MTPHJIAraHH B HHCKH
JO03H) He Ce CBEP3BA C NOAOOHH 3aKTIOMEHHA.

He e HaMepeH naTOQU3HONOrHYeH MEXaHH3bM H HAMA NOCACAOBATENEH MOAE, KOHTO Aa 00ACHH
npHUHHaTa 33 HabmonaBaHaTa CMBPTHOCT. BeripexkH ToBa Tpa06Ba Aa ce BHHMABA H Jia CE B3EMAT TIpell BHA
[IO/I3ATE M PHCKOBETE OT TAKaBa KOMOWHAIMA WIH CHITBTCTBAIIO JIEYEHHE C APYTH CHIIHH AHYPETHLH,
NpejH Ja ce BieMe pelleHHe 38 HeHHOTo npunaraHe. Hama yBenHyena CMbPTHOCT TPH NALMCHTHTE,
KOHTO NPHEMAT KPYTH AHYPETHIH KATO CHITHTCTBALLO JIeYeHHe 3aeHO C pucnepuaoH. HesaBHCHMO OT
NIEYEHHETO, JeXUPATALMATA € PHCKOB GaKkTop 32 CMBPTHOCT H TPAGBA BHHMATENHO Xa ce H30ATRa npu

' MALMEHTH B CTApYECKa BE3PacT ¢ AeMEH1IMA. -

Mo3b4HO-Ch0BH Hexenan ¢chouTna (MCHC)

B paHAOMH3APaHH, NANe60-KONTPONHPAHH KIHHHYHHA NPOYIBAHHA CPe MOMy RAlHATa ¢ ASMEHIINA ¢
Habmoaasan MpHOIN3ATENHO 3-THTH NO-BHCOK PHCK OT MO3BEYHO-CH/IOBH HEXENAHA CLOHTHA C HAKOH
aTHNRYHH aHTHRCKXOTHIH. O600LIEeHNTe AaHHHM OT IecT IaLeto KOHTPONHPaHH TIPOYYBAHHS C
PHCTIEPHIOH, ITIABHO MPH NALMEHTH B CTap4ecka Be3pacT (>635 roguHy) ¢ nemeHnus nokasear, ye MCHC
(cepro3HH M He-CepHO3HH, KoMOHHApaHH) ce Habmonasar npu 3,3% (33/1 009) ot nanueHTHTE,
JIeKyBaHH C PHCTICPH/IOH, H NpH 1 2% (8/712) ot naumeHTHTE, NpHOMAIIH INaLe60. CHOTHOLIEHHETO HA
pucka (95% ToueH zloBepuTeNeR HHTEpBAN) € 2,96 (1,34; 7,50). MexaHH3MbT 38 TO3H NOBHIIEH PUCK HE €
u3pecteH. [ToBHIIeH pHCK HE € H3KTIOUEH 3a APYTH aHTHIICHXOTHIH WM ApYTH MOy TAlHA NAlUeHTH.
CnepnaaH Tpabpa Ja ce npHaara ¢ BHHMaHHe MPH NauHeHTH ¢ PACKOBH GaKTOpH 32 HHCYIIT.

OpTOCTATHYHA XHIOTOHKA

Nopazau anda-G10kMpAUOTO ACHCTBHE HA PHCIIEPUIOH € Bb3MOXHA NOABATa Ha (OPTOCTATHIHA)
XHIIOTOHHA, 0COOEHO B HAYAJIOTO Ha JedeHHeTo. B MocTMapKeTHHIOBUA IEPHOJ, IPH SAHOBPEMEHHO
NpHIOKEHHE HA PHCIICPHACH H AHTHXHNIEPTEH3UBHO NiedeHHe ¢ HabmoJasaHa KIHHHYHO 3HA9HMA
xunortoHus. PAcnepuaon TpabBa Aa ce npuiara ¢ NOBHMIEHO BHUMaHHE MTPH MALHCHTH, 32 KOHTO C¢ 3Hae,
ye HMaT CBPACUHO-ChAORO 3a00NaBaHe (Hanp. ChpAcUHa HEAOCTATLYHOCT, HHGAPKT Ha MMOKApJAA,

. HapylIeHHA HA MPOBOJAHMOCTTA, AEXHAPATAIHS, XHIIOBONEMHS, HIH MO3LYHO-Ch0Ba D0JIeCT).
CHOTHONICHHETO NOJT3a/PHCKA OT NO-HATATRHIHO JieveHHe ¢be Cnepunan Tpabpa na ce
KJIHHHYHO 3HAYHMATA OPTOCTATHYHA XHITOTOHHUSA NPOALIDKABA.
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JIeBKONEeHHA, HOYTDONICHHA H arpaHyJJoIHTO38 .

ChOUTHA HA IEBKOTICHHA, HEYTPONIEHH M arpaHyJIOLMTO3a ca ChoOIIaBaHy ¢ AHTHICHXOTHYHH CPEACTBa,
BKIIOYMTENHO pHcnepunoH. [o BpeMe Ha MOCT-MAPKETHHIOBOTO HAOMOAEHHE ce ChoDIIaBa MHOTO PAAKO

3a NoABa Ha arpanyjouurosa (<1/10 000 nauuenTH).

[TanpeHTHTE C aHAMHAE3A 38 KITHHEMHO 3HAYHM HHCHK Opoli Ha JIEBKOIMTHTE HIIH 34 JIEKAPCTBEHO-

" IpeNH3BAKAHA JEBKONEHHA/HEYTpONeH s, TpaGea na GbaaT HAGMIOAABaHH Npe3 MbPBHUTE HAKO/IKO Mecella
OT JIeYSHHETO K JedeHHeTo ¢b¢ Crnepuaan Tpadpa na ce NpeyCcTaHOBH MPH IMBPBHTE NPH3HALM HA
KJIMHAYHO 3HAYMMO CIIAfiaHe HA JEBKOLUTHTE, IPH JIMIICA HA APYTH (PAKTOPH, KATO MpUINHA.

IMaumeHT! ¢ KNHHUYHO 3HAYHMa HEYTPONCHHs, TpAGBa Aa 6baaT BHHMAaTeNHO HabIoAaBaHM 38 TpecKa
WM APYFM CHMITOMH HIH NPH3HALM HA MHGEKIHs H NPH NOSBATA Ha Te3d IPH3HAIM H CEMIITOMH a C&
nexyBat cBoeppemMeHHo. IIpH nalueHTH ¢ Texka HeyTponenus (abcomoren Opoii Ha HeyTpoduaHTe

< 1 X 10°/1) neqennero ¢uc Cnepusan Tpabpa Aa ce NpeyCcTaHOBH H a C& MPOCAECANBAT JEBKOIUTHTE HM
JI0 THAHOTO HM BBh3CTAHOBABAHE, |

JlexapcTBeHHTE MPOAYKTH CBC CBONCTBA HA JONAMHHOBH 8HTATOHHUCTH, C4 CBLP3aHH ¢ HHIYLHPAHETO Ha
Tap/IMBHA JHCKHWHE3KA, KOATO C€ XapaKTepH3Hpa ¢ PHTMHYHH HEBOJIEBH ABHKCHHA, MPEAHMHO HA €3HKa
u/uny nHuero. [TosBata Ha EKCTPATHPAMHKIHH CHMIITOMH € PHCKOB (paKTOp 3a TapAMBHA KHCKHHE3HA.
AKO Ce MOSBST MPU3HALM H CHMIITOMH Ha TapAWBHA AHCKHHE3HA, TPiOBa Ja ce 0OMHCIH CIMPAHETO HA
BCHYKH ARTHIICHXOTHLH.

Heo6x01HMO ¢ NOBHIIEHO BHHMAHHE TPH NMAIHEeHTH, KOUTO NPHEMAT €AHOBPEMEHHO NICHXOCTHMYIAHTH
(nanp. MeTHNEHHIAT) H PHCIICPHAOH, Thil KATO MOraT Ja Bb3HHKHAT eKCTPANHPAMHIHH CHMIITOMH IpH
aflaniTHPAHE Ha I03aTa Ha €AHOTO HIIH aBeTe JexapcTna (BXK. Touxa 4.5). [Ipenophisa ce NOCTENEHHO
NpeXpaTABAHE HA JIEYCHHUETO ChC CTHMYJIAHTA.

He eH MAJIMTHEH C M (HMC

Cien npHeM Ha aHTHIICHXOTHIM ce choOInaBa 3a Bb3HHKBAHE HA HEBPOJIEITTHYCH MATHTHEH CHHIPOM,
KONTO ce XapakTepH3Hpa C XHIIEPTEPMHS, MyCKYJIHA PHTHIHOCT, HECTAOKMIHOCT Ha BereTaTHBHATAS HEPBHA
 cCHCTEMa, MPOMEHEHO Ch3HaHHe H MOBHINEHH CTOMHOCTH HA CepyMHaTa KpeaTHH(ocHoKkHHazA.
HonbaHATe HY MpH3HAUK Morat aa Geaatr MuornoGunypus (pabromuonusa) B octpa 666peuHa
HeAaocTarbaHocT. [Tpu ToBa CHOHTHE, BCHYKH aBTHIICHXOTHIH, BKTIOUHTENHO Cnepunad, Tpabsa na 6vaar
NnpeyCcTraHOBEeHH. | :

[MapxaHCOHOBA fONEeCT B AeMEHLNS C Tenua Ha L.ewy

Jlexapure Tpa6Ba Aa MPELIEHST PECKOBETE CIIPAMO No/I3aTa, KOraTo MPEANHCBAT AHTHIICHXOTHIM,
BiUoyATeNnHo CnepuaH, Ha nanHeHTH ¢ [lapkurconopa 601ecT WIH AeMeHIHs ¢ Tenua Ha Lewy (DLB).
B13MoxHO e Bnomasane Ha [lapkuHconoBara 6onect ot pucnepuacH. [Ipn npere rpynH ChiecTBYBa
MOBHINEH PHCK OT Pa3BHTHE HA HEBPOJICNTHYEE MAJMIHEH CHHAPOM, KAKTO H IIOBHIIEHS TYBCTBHTENHOCT
KbM @HTHNCUXOTHYHHTE JIEKAPCTBA; Te3H MAUHEHTH C€ H3KJHOYBAT OT KJIHHHYHM npoy4sanus. [Ipospara
Ha Ta3¥ NMOBHINEHA JYBCTBHTETHOCT KATO JOIMBJIHEHHE KbM EKCTpaNTHPAMHAHMTE CHMITTOMH MOXeE /A
BK/IOUBA OOBPKAHOCT, 3aMBIJICHO Ch3HAHHUE, NOCTYpaliHa HECTAOHIHOCT C HECTH NaJaHHA.
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P H HA CBDBX TB 0

Bopnpexn ye nﬁe,un HAYaI0TO Ha JICUEHHUETO CBbC Cnepn,uaﬁ TPAGBa a ce yCTaHOBH NOHOCHMOCTTA KBM
NepOPATHHSA PHCTIEPHAOH, OT IOCTMAPKETHHIOBHSA OIIMT B PeJIKH CllyyaH ce¢ cbobinasa 3a anapHNIaKTHUHH
peaKi¥H NpH NaMEHTH, KOHTO 10-PaHo ca MOHACATH NIEpOpasieH pHCNEepHIoH (BXK. TOUKH 4.2 # 4.3).

AKO PB3HHKHAT PeaKi/HH Ha CBPbXTYBCTBHTEIHOCT TpAOBa a ce npekpaTH ynorpebara Ha CriepraaH, Aa
ce MpHIoKaT oOIIOMOAXBKALIH, NOAXOAAINY KIHHHIHE MEPKH H NAaLUHEHTHT TpA06Ba Aa ce Habmozaasa,
ROKATO NPH3HALMTE M CHMITTOMHTE OT3BYYaT (BXK. TO4KH 4.3 U 4.8). .

XuneprivkeMus 4 3axapep anaber

ITo speme Ha nevenre cb¢ CnepriaH ce cboblnana 3a XHNEPrAHKeMus, 3axapeH aAHabeT H 0DocTpaHe Ha
CHINECTBYBAL OTIIpeAM AuabeT. B HAKoH ciyyan € HAOMOAaBaHO NMPEAMISCTBAINO NOBHIIIABAHE HA
TENECHOTO TErNo, KOeTo MoXxe Ja Obe npenpasnonaray) pakrop. MHOro paako re ca CBhp3aHH C NoABa
Ha KeToalH03a u paako ¢ Auabetna koMa. CeIiacHO H3NON3BAHHTE PHKOBOJCTRA 38 JISUEHHE €
AHTHICHXOTHIH C€ NPENnopbHBA NOAXOAAIR0 KIHHUYHO MOHUTOpHpaHe. [lanHenTHTe, TeKyBaHH C KOHTO
H 112 ¢ ATHNHYEH AHTHICHXOTHK, BKMOYHTENHO CnepraaH, Tpabsa na ce HabmofaBaT 3a CHMITTOMH Ha
XUNepriukeMud (HanpuMmep NOMHAMICHA, MOJMYPHS, NojKdarus 1 cnadbocCT); NaHEHTHTE ChC 3aXAPEH
nuabert TpaOBa xa ce HabmoAasaT PpeJOBHO 3a BAOMIABAHE HA ITOKO3HHUA KOHTPOIL.

[loxauBaHe Ha TErIOTO

Mpn ynorpebara Ha CnepuaaH ce crofinasa 3a 3Ha4YHTENHO HaAAaBaHe Ha Terno. Ternoro Tpabea
PEAOBHO Jia C€ U3MEpPBA.

XHNEPNPOAAKTHHEMHA

XunepnpoNakTHHEMIITA € YeCTO CpelllaHa HeXeNnana peakius ot aedeHneTo cve Cnepuaal. Ipu
NALMEHTH C TAHHH 38 HeXeJJaHH PeakiMi, Bb3MOXKHO CBhP3aHH C MPOJIAKTHH (HanpHMep, THHEKOMACTHS,
MEHCTPYAINH HapylLIeHHs, AHOBYNal(HA, HapylleHHe Ha (epTIIHTeTa, HAManeHo THOHAO, epeKTHIHA
muchyHKIHA, FATAKTOPes) Ce NMPENnopLYBa ONpeeNsiHe Ha 1a3MEHOTO HHBO Ha NPONAKTHHA.

IpoyyuBaHHA ¢ THKAHHH KYJITYDH [IOKa3BaT, Y€ PacTeXBT HA KJIIETKH IPH TYMOP Ha I'bpAaTa Npy JoBexa
MOXE /1& C€ CTHMYJIHpA OT NPONakTHH, BhipexH, e nocera B KNHHWYHH H ENHAEMHONOTHYTHH
Npoy4BaHKA He € JOKAa38HA TOYHA BPB3Ka C MPHJIOKEHHETO HA AHTHIICHXOTHILH, IPH NALHEHTH ChC
ChOTBETHATA AHAMHE3a Ce NpenopbYRa NoBHLIEHO BHUMaHHe. CniepuaaH TPsOBa 1a ce npuiara ¢
NOBHIIEHO BHUMAHME MPH INALHEHTH C NPeRINECTBAIa XHITEPITPOJAKTHHEMHA H NPH NALHEHTH C
BEPOSTHOCT 33 HAIHYHE HA NPOJNAKTHH-3ABHCHMHA TYMOPH.

e TH BaJ1a

B mocTMapkeTHHroBHS NIEPHOR MHOTO PAAKO ce cholimana 3a yasokasane Ha QT untepnana. Kakto H ¢
APYTHTE aHTHIICHXOTHIIN, Ce H3UCKBA Ce NOBUIIEHO BHUMAHHE, KOTATO PHCNEPH/IOH C¢ NPEANKHCBA Ha
NaLMEHTH, 38 KOUTO Ce 3Hae, Y€ CTPANAT OT ChPACYHO-CHAOBH 3abonABaHUA, KOHTO HMAT paMHIIHA
obpemeneHocT 3a yawpkeH QT nHTepBan, Gpanuxapius WiIM eNEKTPOIHTEH AMcOaanc (XHNoKaIneMus,
XHITOMAIHE3HEMHUs ), Thif KATO TOBa MOXeE J1a TIOBHINKA PACKA OT APHTMONCHHH ¢(EKTH, KaKTO H NpPH
eIHOBpPEMEHHATA YrioTpeOa Ha JIeKapcTBa, 3@ KOMTO € H3BECTHO, 4e yabmkasat QT WHTepBana.

APYTH CbCTOSHHMA, KOUTO MOTEHLMANHO MOI'AT 1a HAMAIAT FbPYOBHA Npar,
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HATHYbBM

[10 BpeMe Ha JICYEHHETO CBC Cnepn,nan MOXe Aa Bb3HHKHE IPHAITH3BM NOPAZH HEroBHTE aml)a-
afipeHePrHIHK 6Jlormpamu edexTu.

Peryiupaie Ha TENCCHATA TEMIIepaTYpa

'Ha aHTHNCHXOTHLATE ¢e JH/DKH HapylIeHaTa CoCOGHOCT HA OPraHH3Ma /1a NOHMKABA TeIeCHATa

Temneparypa. [Ipenopnysa ce npeanpaeMaHe Ha NOAX0AAIIM Mepk#, koraTo CrniepHaaH ce npeAnncBa Ha
MAIMEHTH, KOHTO e ObAaT HIIOKEHH HA YCJIOBHA, KOHTO MOTAT a AOMPHHECAT 34 NOBUINABAHE HE
TEJIeCHATA TEMIIEPATyPa, HAPHMED YCAICHO (PH3UYECKO HATOBapBAHE, HAAraHe Ha rojaMa ropelruna,
NOJyYaBaHe Ha ChITbTCTBAINO JiedeHHE ¢ AHTUXONMHEPrHiHa AKTHBHOCT, HIIH CA MOJJIOXKEHH Ha

IeXHApaTHpane.
H H B

Crobimapany ca ciyyaH Ha BeHO3eH TpoMboeMbonnssm (BTE) npu yno'rpeﬁara Ha AHTHICHXOTHYHH
nexapceTsa. Thil KATO NANHEHTHTE JEKYBAHH ¢ AHTHIICHXOTHIIM Y€CTO Ca C MPHAPYKABAINH PHCKOBH
¢axropu 3a BTE e neob6xoaHMO BCHYKH BR3MOXKHHA pHCKOBH akTopH 3a BTE na 6baar onpenenenn
IPeAY HAYaIoTO Ha TepanHATa ¢be Cnepual H 1a ¢ MPEANpPHEMAT MPEBAHTHBHA MEPKH.

HuTpaonepaTipen Donu HPHC g.m M (Floppy Iris Syndrome ]'

" To BpeMe Ha OMNepalys Ha KATAPAKTA [IPH NALHEHTH, JIEKYBaHH ¢ andal a-aRpeHEPrHYHH AHTArOHHCTH,
BKJTIOYHTEITHO pncnepu,uon e Habmonaasau nHTpaonepatuseH Floppy Iris Syndrome (IFIS)
(BX. TOYKS 4. 8)

[FIS mMoxe a MOBHIIM PHCKa OT OYHH YCIOXHEHHS I10 BpeMe Ha U ciell onepaumsta. [Ipeau onepatusra
OYHHAT XHpYpr TpA0Ba A3 ¢ HAACHO 34 NMPeAHIHA WK HAacTOAmA yIIoTpeba Ha anda 1a-anpeHepruvny
aHTaroHucTH. [ToTeHIManHaTa O34 OT npexparasaHero Ha ainga 1 bnokHpalnarTa TepanuaTa npean
onepalHsd Ha KATApaKTa He € YCTAHOBEHAa H —rpxﬁna Jia ObJie npeLieHeHa CpaMo pnclca OT CIIMpaHe Ha
TEPANHATA C RHTHIICHXOTHLH,

AHTHEMETHYEH edexr

B npeaxnAHUYHY MPOYUBAHHA ¢ PUCNEPHAOH € Habmonasan anTHeMeTH4eH edekT. [Ipn HanuuHeTo Ha
TO3H eeKT MPH XOpa € Bb3IMOKHO 3aMACKMpAEHE HA MPH3HALIMTE H CHMIITOMHTE Ha Npeio3HpaHe C |
onpeeNicHH IeKapCcTBa HIH Ha 3a00naBaHuA, KATO YperHa ofCcTpyKkiIua, CHHApOM Ha Reye H Mo3buen

TYMOD.

BbopexH, de nepopaHAAT PACIIEPHAOH € npoy4deH, CriepHaH He € H3C/HeABaH NpH. MAHEHTH C
uepHOApoOHa nau 6E6pedna HeaocrarbaHocT. Cniepnaan TpabBa fa ce Mpuiaara ¢ NOBHIIEHO BHUMAHUE
MPH Ta3H rpyna MauHeHTH (BXK. To'Ka 4.2).

Dnum

Tpabza na ce BHMaBa CriepHziaH 1a He Ce HIDKEKTHPA ClTy4aiiHO B KPLBOHOCEH CB.
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[IoMOINHY BELeCTBa

ToBa 1eKapCTBO ChABPAKE N10-MAIKO OT 1 mmol Harpnﬂ (23 mg) Ha 103a, T.€. MOXKE Aa CE KaKe, ue
MPaKTHYECKH He ChABbPXKA HATPHH

4.5 BsaumoaelicTBHe ¢ APYTE JekapcTBeHH NPOAYKTH H APYra qmpun HA B3aHMOReHicTBHE

BiaumogefcTBUATA HA PHCIIEPHAOH CYCIIEH3HA C YAB/DKEHO OCBOOOKAABAHE IPH €AHOBPEMEHHO
MPHAOKEHHE C APYTH JeKapCTBa He ca CHCTEMATHYHO OlIeHABAHH. JaHHHTE 38 JISKAPCTBEHOTO
B3aAMO/ICHCTBHE, NPEAOCTABEHH B TO3H pa3fie)l, ¢& OCHOBABAT HA MMPOYYBAHHA C [IEPOPANICH PHCIIEPHOH.

0 B3AUMO 1B

Jexapcmea, 3a xoumo e usgecmuo, e yowaxcasam QT unmepesana

KakTo npu Apyrure aHTHNCHXOTHLH C€ IPENOpbhYBa NOBHIICHO BHUMaHHE NPH MPEANHCBAHeTO Ha
PHCIICPHJIOH ¢ APYTH JIEKAPCTBEHH IPOAYKTH, 34 KOUTO e 3Hae, ye yanmkasat QT-HuTepBana, karo
AHTHAPHTMHIL (HAITP. XHHUAHH, TH3OMHPAMHJI, MPOKAHHAMH], nponageHoH, aMHOAAPOH, COTANON),
TPHUHMKINYHH aHTHACTIPECAHTH (HANp, aMHTPHITHIMH), TETPALMKINYCH aHTHACTIPECAHT (HAnp.
MaIIPOTHIIHH) M C JIEKAPCTBA KOUTO MPHUKHABAT €JIEKTPONHTEH AUCOaNaHC (XHIIOKATHEMN A, |
XHIIOMarsesneMnsn ), Gpajuxapans WiH TAKABA KOWTO HHXHOHpaT 9epHOapoOHHA MeTaboNH3bM Ha
pucnepuaon. To3M CIHCHK € NPHMEPEH, a He H3HEpIaTeNeH.

Lleumpanuo Oeiicmeawgu rexapcmea u anKoxon

PucnepraoH TpabBa Aa ce H3N0JI3Ba ¢ NOBHIICHO BHHMAHHE B KOMOHHALMS ¢ APYTH LEHTPAIHO-
aeficTBAIM Bele¢TRa, 0cobeHo BKIIOYBAIH aATIKOX0J, ONTHATH, AaHTUXUCTAMHHHU H OeH301na3eNHHH

MopaaH NOBHIICHHAT PHCK OT CEAUpaHe.
Jlesodona u donamunosu awmazonucmu

Cnepupas MOXe Ja aHTAroOHH3upa eeKTa Ha JICBOJONa M Ha APYIH JONAMHHOBH aroHHCTH. AKO Ta3H
KOMOHHAIMA ce CYHTA, 3a HeoOXxoauMa, ocobeHo npH KpaeH craauii Ha IlapkuHconosa Gonecr, 3a BCAKO
ne4yenHe TpaOpa Ja ce M3nuIue Hat-HucKaTa eeKTHBHA 1034, -

- Jlexapcmea ¢ Xunomen3ueHo delicmeue

 KimuaxuHo 3HauuMa XHNOTOHHA ce HabmoaaBa NOCTMAPKETHHIOBO NPH enﬁunpeuenno npnnarane Ha
. PHCHEPHAOH C anmunepmnaunﬂo JeHCHHE.

Heuxocmumynanmu

KomM6uunpanara ynorpeba Ha ncnxocmnmm (Hanp. MeTnndeHuaaT) ¢ pUCTIEPHAOH MOXe Ja AoBeae
RO €KCTPAMAPAMHIHA CHMIITOMH NPH NPOMAHA HA €HOTO HIIH HA JBeTe NieYeHus (BX. ToUKa 4.4).

D OKHHETHYHHU e H

Pucnepnaos ce Metabonusupa rnasHo upes CYP2D6 n B no-manka crenex wpes CYP3A4. Y pucnepuaoH
H HerOBUAT 8KTHBEH METabONHT 9-XHAPOKCH-PHCIIEPHAOH ca cybcTpaTh Ha P-raukonpoTex :

Bemectsa, XxouTO MpoMeHAT akTHBHOCTTA H&2 CYP2D6, unu pemectsa, CHIHO HHXHO
HHAYLHpay akTHBHOCTTa HA CYP3A4 u/unu P-gp, Morar ja NORIHAAT Ha papMako
AKTUBHATA AHTHNCHXOTHYHA (pakiusg Ha pUCTICPHAOH.
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Cunnu unxubumopu na CYP2D6

EanospeMenHoTo npwioxenne Ha Cnepraan ¢ moumeH HHXHOHTOP HA CYP2D6 MoXe s1a yBeanuH
NNa3MEHHTE KOHNEHTPALMK Ha PUCTIEPHIOH, HO MO-MAJIKO, OTKOJKOTO Ha AKTHBHATA AHTHIICHXOTHIHA
dpaxnui. [o-BucoxH 1034 ot Momunasa CYP2D6 unxuOHTOp MOraT Jia MOBHILIAT KOHLICHTPAIHHTE Ha
aKTHBHATA AHTHIICHXOTHYHA (PpakIMa Ha pHCNIEPHAOH (HaNp. NapOKCETHH, BHXKTE Mo-noiy ). Ouaksa ce,
ye apyrd CYP2D6 HHXHOHTOPH, KaTO XMHHIHH, MOTaT A& NOBNHAAT HA N/IA3MEHHTE KOHLECHTPALHH Ha
pucnepHaoH o nogobeH HayuH, Korato eIHOBPEMEHHO Ce 3aNouHe WIH NPSKpaTH NpHeM Ha
NAPOKCETHH, XHHKHIUA wiK Apyr MomeH CYP2D6 unxuburop, ocobeHo npu mo-BHCOKH NO3H, JEKAPAT
TpaOBa Aa npeoieHH Jo3HpoBKaTa Ha CriepuaaH.

CYP3A4 u /unu P-gp unxubumopu

EnnospemenHoTo nmpunoxenue na Cnepunan ¢ momed CYP3A4 w/wnn P-gp uuxuburop Moxe
3IHAYMTENHO AA NOBHIIM [1A3MEHHTE KOHLICHTPAIHH Ha AKTHBHATA AHTHIICHXOTHYHA (pakiud Ha
prcnepuoH. Korato eHOBpeMEHHO Ce 3aro4He Wil MpeKpaTH pHeM Ha HTPaKOHA30/ WIH APYT MOINEH
CYP3A4 n/unu P-gp uuxubutop, nexapar rpadsa ga npeolieny a03uposkaTa Ha CnepHian.

CYP3A4 wunu P-gp undyxmopu

EnnospemenHoTO npunoxeHne Ha Cnepugan ¢ moueH CYP3A4 w/unu P-gp #HAYKTOp MOXKE Aa HaMallH
IU1a3sMEHHTE KOHLUECHTPALMH HA aKTHRHATA AHTHIICHXOTHYHA (ppakius Ha pucnepuaoH. Koraro
eIHOBPEMEHHO Ce 3an0ovHe HJIM ITPEeKpaTH npueM Ha KapOamazemis unu Apyr MoumeH CYP3 A4 u/nan

P-gp unaykrop, nexapar Tpabea Aa npeolienn Ro3upoekara Ha Cniepunad. CYP3A4 uHayKTOpHTE
OKa3BaT edeKTa CH 110 3aBHCHM OT BPEMETO HAYMH M MOXE Aa OTHEME NTOHE 2 CeAMHMLIH, 32 113 JOCTHIHAT
makcuMasieH edexT ciel ppBexgaHero. OOpaTHO, IpH NPEKPATABAHETO UM MOXE Jla OTHEME Hall-Mainko
2 ceAMHIM 3a criafaHe Ha MHAYKUuATa Ha CYP3A4. |

Jexapcmsa, Koumo ce cevp3sam C NPOMEURUME 808 BUCOKA CMENEN

Koraro Criepuiian ce npHeMa 3aeHO C JIEKAPCTBA, KOHTO C€ CBBP3BAT C MPOTEHHUTE BbB BHCOKA CTEIEH,
HAMA KJIMHHYHO 3HAYHMO H3MECTBAHE HA HATO €HO JIEKAPCTBO OT IUTA3MEHHTE POTEHHH.

Korato ce H3Mon3BaT CHITHTCTBAINH JIEKapCTBa, TPA6Ba 1a ce HANPABH CMIPaBKa OTHOCHO HH(popMaLMATa
33 NbTA Ha MeTaboaH3Ma H eBeHTya/lHaTa HeoOXOAUMOCT OT KOpUIHpaHe Ha 103aTa.

IlenuaTpHYHA DOy IALHS

H3cnensanus 3a B3auMopeHCTRHE ca NPOBEACHH CAMO IIPH BB3PACTHH. 3HAYCHHETO Ha pe3yJITATHTE OT
T€3H IPOYYBAHHA NPH NEAHATPHYHH MALWCHTH € HCH3IBECTHO.

[Ipumepn

[IprMepH 3a NeKapCTBa, KOHTO MOTEHIHAIHO MOraT a B3aHMOJICHCTBAT HITH 38 KOHTO € MOKAa3aHo, Y€ He
B3aHMOJICHCTBAT C PHCMEPHROH, Ca H3OPOEHH MO-AOJTY:

D€ A IDYTH JICKApCTBEHH NPOAYKTH BBL DADMAKOKHHETHKATE H3 PHCNICDRIACH
AHTHOAKTEDHANHH:

e EputpoMuLul, yMepeH uHxuburop Ha CYP3A4 u P-gp unxuburop, He NpoMens
HA PHCTIIEPHJIOH H Ha aKTHBHATA AHTHIICHXOTHYHA ¢paKimi.
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° Pncpaunnmm, caiieH CYP3A4 unaykTop H P-gp HHJYKTOp, OHMkaBA [L1a3MEHUTe KOHILICHTpaLliK Ha
aKTHBHATA ARTHICHXOTHYHA (ppakums.

AHTHXONRHECTEPa3HH:

e Jlonene3nn H ralaHTaMHH, U ABaTa CyOCcTpaTy Ha CYP2D6 n CYP3A4, He NOKa3BaT KIHHHYHO 3HAYHM
edexT BEPXy apMaKOKHHETHKATS Ha PUCNIEPAAOH ¥ AKTHBHATA AHTHICHXOTHYHA ()PaKIIHA.

AHTHeNHIENTHIH

e JToxazaHo e, ye kapbamasenun, cuneH CYP3A4 unnyxrop ¥ P-gp HHAYKTOp HaMaiBa IJIa3MEHHTE
KOHIIEHTPALHH HA AKTHBHATA AHTHNICHXOTHYHA (pakuHs Ha pucnepanoH. [TojobHn edexTn Morar na ce
HaOmoAaBaT HAIPUMEP € PEHUTOHH H q:uenoﬁapﬁnm, KOMTO CBINO HHAYUHPAT '-IGpHOI!pOﬁHHﬂ CH3UM
CYP3A4, xaxTo ¥ P-riiukonporenHa. '

e TonupaMaT NOHHKABA HEAHAUMTENHO OHOHANHYHOCTTA HA PHCIICPU/IOH, HO HE H TA3H HA AKTHBHATA
. aHTHIICHXOTHYHA pakumni. Cre oBaTENHO TOBA B3aUMOAEHCTBHE € MAITKO BEPOSTHO Aa HMA KIIMHHYHO
3HA4YCHHE, |

AHBTHMHKOTHIH!

e Urpaxonason, momeH CYP3A4 nuxuGurop u P-gp uaxnburop, B no3a or 200 mg/nen yaennqaaa'
NJIA3MEHHTE KOHICHTPALWH Ha AKTHBHATS aHTHIICHXOTHYHA ¢pakius ¢ okono 70%, npu 1034 Ha
'pHcnieprion ot 2 10 8 mg/neH.

e KerokoRnason, MomeH HHXH6HTOp HA CYP3A4 M P-gp HHXHOHKTOP, B A03a oT 200 mg/,uEH yBeJIK4aBa
TIA3MEHHTE KOHLEHTPAIIHH HA PHCTIEPH/IOH H HAMANIABA NJia3MEeHHTE KOHLCHTPAHH Ha 9-XHAPOKCH-
PHCTIEPHOH. -

AHTHINICHXOTHRIIN:

e GeHOTHA3MHNTE MOTAT Ja HOBHIIAT MAA3MEHHUTE KOHIECHTPAUHH Ha PHCIIEPHAOH, HO HE H TE3H Ha
aKTHBHATA aHTHNCHXOTHYHA (ppaKins.

AHTHBHPYCHH.
e [IpoTeazHu HAXHOHTOPH: HAMA HATHYHH OPHIMATHH JaHHH OT H3CNCABAHETO; BHIIPEXH TOBA, ThH KaTo
putoHaBup e Mowes CYP3 A4 unxuburop u c1a6 CYP2D6 uHXHOHTOP, pHTOHABMP H POTEa3HHTE

HHXHOHTOPH ¢ dapMaKOKHHETHYEH EHXAHCEP PHTOHABHP NOTEHLHANHO NIOBHLIABAT KOHICHTPAHHTE HA
AKTHBHATA AHTANCHXOTHYHA (PPAKIIAA Ha PUCNEPHAOH.

bera-0noxepn:

® Haxoa Gera-OnoxepH Morat a rmnmna'r IIa3MEHUTE KOHIIEHTPaLHH HA PHCIIEPH/IOH, HO HE H Te3H Ha
aKTHBHATA AHTHIICHXOTHYHA (pakuus, -

BnokepH Ha KATIHEBHTE KAHAIH:

e Bepanamun, yMepen unxuburop Ha CYP3A4 u uaxuburtop Ha P-gp, noBnmasa niasmexHa
KOHLEHTpAaLMsi Ha PHCTIEPUAOCH H HAa aKTHBHATA AHTHIICHXOTHYHA (pakius.

- 10
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CroMamHoO-9peBHH JIEKAPCTBA:

e H2-penenTopHH aHTArOHHCTH: LlMMeTHAMH H PANHTH/HH, H ABATA cnabu Huxuburopa Ha CYP2D6 n
CYP3A4, nopnmaBaT GHOHATHYHOCTTA HA PHCNIEPHAOH, HO CAMO HE3HAYHTEJIHO Ta3H, HA AKTHBHATA
AHTHTICHXOTHYHA (pakLiHs.

SSRI H TPAIHKITHYHY AHTHACTIPECAHTH:

e diyokceTHH, Momes HEXHOUTOp Ha CYP2D6, nosuinasa nnasMeHaTa KOHIEHTPALNA HA PHCIICPUAOH,
HO no~-cnato Ha aKTHBHATA AHTUIICUXOTHYHA ppaKius.

® Hapbﬁcmn, molrieH uHxuburop Ha CYP2D6, nopuinasa njiasMeHUTe KOHIEHTPRIHH HA PHCIIEPHIIOH,
'HO No-cNabo Ha aKTHBHATA AHTHNICHXOTHYHA ¢pakuus B no3u 1o 20 mg/aeH. [lo-BrCOKHTE RO3H HA
napoKceTHH, 06ave, MOraT A3 NOBHINAT KOHIEHTPALHHTE HA AKTHBHATA AHTHICHXOTAYHE (pakius Ha

PHCIIEPHAOCH.

L

¢ TPHUMIUTHIHNTE aHTHAENIPECAHTH MOTAT A2 MOBHUIAT IUIA3MEHHTE KOHLEHTPALMH Ha PHCTIEPUAOH, HO
HE H Te3H Ha aKTHBHATA aHTHIICHXOTHYHA (paKini. AMHTPUNTHIHH He NOBIHABA PAPMAKOKHHETHKATA
Ha PHCIIEPHIOH HIH HA AKTHBHATA aHTHIICHXOTHYHA (ppaKmHy.

e CeprpanuH, c1ab naxnbutop Ha CYP2D6, n duysoxcamus, c1ab unxubutop Ha CYP3A4, B 1031 10
100 mg/neH He ca CBBEP3aHH ¢ KIMHHYHO 3HAYHMH NPOMEHH B KOHIICHTPAIlHHTE HA AKTHBHATA
AHTHIICHXOTHYHA (paKkLua Ha pHcnepraoH. Jlo3u, no-BucoxH oT 100 mg/neH Ha cepTpaInH WiIH
dysokcamun, 00ade, MOTaT Jia NOBHINAT KOHIEHTPAIMNTE HA AKTHBHATA AHTUNCHXOTHYHA ppakLius Ha

PHCIIEPHAOH.
ADEKT HA DHCIICPDHUJIOH BbL DADMAKOKHHCTHKATA HA JDAY JICKADCTBCHH NMDOAOYKT]
AHTHENUICIITHIINA,

® PucnepuaoH He NOKa3Ba KIIAEHYHO 3HAYAM eeKT BpXy PapMAKOKHHETHKATA HA BAIPOAT HIIH
TONHPaMAT.

AHTHIICUXOTHIH:

e Apununpasoi, cybcrpar Ha CYP2D6 n CYP3A4: pucnepraoH TablleTKH HH HHDKEKIHH He NOBIHABAT
¢dapMakoknHeTHKaTa Ha cOOpa OT APMITHIPA30J H HErOBUA AKTHBEH MeTabonuT - AeXHAPOapHIIHNPA3OI,

JIArATaMNCOBH ITHKO3MIH:
e PucnepuioH He NOKA3Ba KIHHHYHO 3HAYUM e(eKT BbpXY (apMaKOKHHETHKATA HA AHNOKCHH.

Jlnrni:

e Pucnepuzon He nNOKA3Ba KIIAHAYHO 3HAYAM €(eKT BbpXy papMaKOKHHETHKATa Ha JINTHH.

KOHTO SXHOBPEMEHHO npHeMaT QypoleMu.

. - 11
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4.6 @epTHARTET, GPEMEHHOCT, KbPMERE

bpeMeHHOCT

HsiMa HATHYHH JAHHHA 38 ynotpebGara Ha pHCNEPHAOH NpH OpeMeHHH xkenH, Pucnepuaou He e
TEPRTOTEHEH TPH NPOYUBAHHMS BBPXY XKHBOTHH, HO ca HabMIOAABAHA JPYTH BHAOBE PENPORYKTHBHA
TOKCHYHOCT (BXK. TouKa 5.3). [loTeHLaNHAAT PHUCK [PH XOpaTa € HEH3BECTEH.

HosopoaeHuTe, H3N0XKeHH Ha AHTHICHXOTHIM (BKIIOYHTENHO CepUaaH) mpe3 TPeTHA TPHMECThP Ha
OpeMEeHHOCTTa, Ca H3JIOXKEHH HA PHCK OT NOABA HA HEXKEIAHH PEaKl(H, BIIIOYUTEIRO €KCTPANHpaMHIHH
H/HTH aGCTHHEHTHH CHMITOMH, KOHTO MOTaT Aa BADHPAT MO TEXECT H MPOABDKHTENHOCT ClIef
paxaaHero. HMa cho0enna 3a Bba0yna, XUIEepTOHHUS, XHIIOTOHHSA, TPEMOP, ChHIHBOCT, PECTHPATOPEH
THCTpEC WK HapYIIeHKe Ha XpaHeHeTo. CneoBaTesiHo, HOBopoAeHuTe Tpadea Aa ce Habaronasar
BHHMATEJIHO.

Criepujan He TpaGBa /a Ce H3MOM3Ba MO BpeMe Ha GPeMeHHOCT, OCBEH aKO He € KATEroOpHIHO
HeobxoauMmo.,

KnpmeHe

[Tpoy4YBaHHATA BbPXY )KMBOTHH MOKA3IBAT, Y€ PHCNEPHAOH H 9-XHAPOKCH-PHCIIEPHAOH C€ €KCKPETHPAT B
MAAKOTO. JIOKA38HO €, Ye PUCNEPHAOH H 9-XHAPOKCH-PUCIIEPHAOH C& eKCKPeTHPAT ChIll0 H B HOBCHIKATA
KbpMa B MA/TKH KonH4ecTBa. HiaMa HanHdHH JaHHH 3a HEXENaHH peakiuH NIpH KppMauyerara. ETo 3amo e
HeoOXOAHMO A4 Ce MPEICHAT NOA3ETA OT KbPMEHETO H NOTEHNHATHHTE PHCKOBE 3a JIETETO.

Oeprunurer

CnepnaaH, KaKTO H APYTH JeKapcTBa, KOMTO ca AonaMHH D2 peuenTopHi aHTarOHMCTH MOBHLIABA

HHBOTO Ha MPOJIAKTHH. XHNEPNPONaKTHHEMHUATA MOXKe Aa NoTHCHE XHntoTasaMuiuiua GnRH, xoeto Boau

A0 HaMaJleHa CeKpellHa Ha rOHaOTPONKH B xunogusara. Topa OT CBOA CTpaHa MoOXke Jia MMOIPeYH Ha

penpoAyKTHBHATE (PYHKLMA, KATO HAPYILIH FOHALAHATA CTEPOHAOTEHEe3a KAKTO NTPH XKeHH, TaKka M TIpH
MBXE.

Heca Haﬁﬁmnﬁnaﬂu peaeBaHTHH €(eKTH IIPH HEKNNHHYIHHKTE MTPOYyYBAHH4.
4.7 EdexT Bppxy cmocoluocTrs 33 modupane u 33 pabora c Mamnnn

CrnepHjiaH MORNHABA B MAJIKA HIIH B yMEpEHa CTerneH cnocoOHOCTTa 3a modupane u paboTa ¢ MaLIHHH,
nopaay NoTeHIHANTHHTE eeKTH BLpXy HEpBHATA CHCTEMA H BbPXY 3peHHeTo (BXK. Touka 4.8).
CnegosaTeIHO, NalHeHTHTE TPSOBA a ObAAT CHBETBAHH Ja He HIOQHPAT U Ja He paoTAT ¢ MALIWHH,
NOKATO He CTaHe U3BECTHA TAXHATAE HHAMBHUIYANHA YYBCTBHTEIHOCT.

48 Hexenann peaknan

Hait-uecto chobinarannTe HexenaHn nekapcrsenn peakuuu (HJIP) (sectora > 1/10) ca: Geschhue,
TPEBOXXHOCT, rNiaBobonue, HHPEKIHE Ha FOPHHUTE AUXATEIHH TbTHIIA, NAPKHHCOHHIBM H ACMIPECHA.

HJIP, xouTo H3raexaa ca A0303aBHCHMH, C8 NAPKHHCOHHIBM U AKATH3IHA,

[ToCTMAPKETHHIOBO C€ CHOOIABA 38 CEPHOINH HEXeNaHH PEakIlKH Ha MACTOTO Ha MpHIoetiges t bty o S

BKJIOMHTENHO HEKPO3a Ha MACTOTO Ha HHXXEKTHpaHe, abcniec, HeyauT, 93Ba, XeMaToM, e ¢ BBEAH. N7 \

YecToTaTa ce CMATA 38 HEH3BECTHE (OT HANHYHWTE JAHHH HE MoXe Aa Gbae Hanpaseny oidyigal- __i-’f;f%'-‘-.“f,__f
‘ I R I

M30NIUPAHK CITyHaH ¢ € HANOXKHIA XHDYPIHYHa HaMeca, _ =L IR

| 12 e “*. = ‘:;i':"" ' S
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Mo-nony ca n36poenn scruku HIIP, chobimenH B KIMHHYHA IPOYUBEHUA U OT MOCTMAPKETHHIOBHS OIMHT
C PHCTICPUAOH, KATO Ca MOAPEZIeHH MO KATEropHs Ha YecTOTaTa, H3YHC/ICHA OT KIHHUYHHTE ITPOYIBAHHA C
pucneprsoH. U3nomsear ce CieAHHTEe TEPMEEH H OTNpefie/IeHNs 3a YeCTOTaTa, ¢ KoATo ce npoapasar HJIP:

MHoOro yect (>1/10), uecta (>1/100 ao <1/10), euectu (>1/1 000 no <1/100), peaxu (>1/10 000 xo
<1/1 000), Muoro peaxu (<1/10 000) ¥ ¢ HensBeCTHA HeCTOTa (OT HANHYHHTE JAHHH HE MOXe /4 6nne

HanpabeHa OLeHKa).

Ipu BCAKO rpynuUpaHe B 3aBUCUMOCT OT HECTOTATA, HEXENAHHTE ICKAPCTBEHH PeakluK ce n30poABaT B
HH3XOAAI peJl N0 OTHOHIEHHE HA TAXHATA CEPHO3HOCT.

ATI/H/0958/001-003/R/001
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[ Caeremo- Heme1aHH JIEKAPCTBEHH PEAKIIHH
OPraHHH I R YecToTa :
KA2COBE Muoro | YecTn HewecTH l Peasxcy Muoro C Hens-
qecTR | peaxn | pecrna
| L . _ | | decToTa |
Hadexmma B HHpEeKIMH THEBMOHMS, PECIHPATOPHH *
HEdecTALMM HA TOPHMTE | OpDOHXMT, CHHY3HT, | HHpEKIHM, | |
AUXATETHH HHOCKIHY H8 LMCTHT, YUIHH
MBLTHIOA NMAKOYHHTE bTHINE, | HHPEKIHA, O9HH
‘ rpun HHeKIHH, ‘
TOH3WIHT, i
OHKXOMHKO38, l
LTy THT,
HH(pexun,
NOKATH3NPAHH
HH(PEKLIHH, |
BAPYCHH
Hﬂd)eml '
| AKapORCPMATHT, ‘
_ 1 L NOAKOXKEH abcuec
HapymeHnns Ha aAHEeMHA HamaseH Opoit ArpaHYIONHETO3a", l
KPHLBTS B Oenu KpbBHH | HeyTponenHs, |
JAUMOPHATS KAETKH, nopHmeH 6pok |
CHCTEMA rpomboLHTONE- e03HHOPHIH |
HHS, HAMAJICH
— — — XCMRTOKPHT | ' I___
Hapymenns Ha CBpBXYYyBCTBH- aHapunaKTHYHE |
EMYHHATA * TEIHOCT peaxuus
| CHCTEMS _— | R E—
EnxoxpHuaHA XHNIEPNPOJIAKTH- HAIH9Me Ha HeaIeKBATHA
HAPYIICHHS F HeMuS® { TMIOKO3a B CEKPEHHA Ha
ypuHaTa aHTHIHYPCTHUHHA
i | =
Hapymenus us XMMEPIIMKeMHs, | 3axapeH aualer®, | BoaHa auabeTHa
| meTabosmmama m NOBHIIEHO TETJIO, AHOPEKCHA, HHTOKCHKAIHA®, KeTOoallH-
XPAHEHETO NOBHIICH ANETHT, | NMOBHINEHH XHNOTTHKEMHA, A038
HAMANICHO TerNo, TPUINRLEPHAH B | XHIIEPHHCYTHHE-
HAManeH aneTHT KPBRTS, MOBHIICH | MHA®, MONHAMIICHA
l XOJIECTEPON B
' — ! | KPBETA { " i
Henxuann GeacpHued, | mapymenwe Ha MAHUA, CHCTOAHAE |
HApYilleHES r HETPECHA, ChHA, B30y Aa, Ha 00BPKAHOCT,
TPEBOKHOCT | HaManeHo nubuao AHOPra3MHsA,
HEPBHOCT,
KOLIMAPH




Icenauim/.

TaanBHa

[ HEBPONENTHYUEH

AT/H/0958/001-003/R/001

Hapymenns Ha [ NMAPKHHCO-
HiePBHATA HHIDMY, COMHOJIEHTHOCT, NHCKHHE3NA, NAJTHTHEH
CHCTEMA rnapobonne | akaTu3ma®, MO3BYHA CHHIpPOM, MO3BYHO-
RHCTOHHSY, HCXCMHS, 3aryfa | chioro
3aMagHOCT, Ha8 Ch3HAHHE, pa3CTpOACTRO,
IHCKHHE3RA, KOHBYJCHHM’, HEPCArHpAaHe Ha
TPEMOP CHHKON, CTHMY/JIH,
NCHXOMOTOPHA NOTHCHATO HHBO HA
XHTICPAKTHRHOCT, | CB3HAHHE,
HAPYIMCHHE HA miaberna xoma, |
GanaHca, | TpeMOp Ha [JIABATA
| HAPYLICHHE HA .
KOOPAHHALMATA,
NOCTYPAaHO
| 3amaliBane,
| Bapymerme na
BHHMAHHETO,
AH3APTPHA,
AUCTECY3HA,
XHIIOCCTE3NA, |
_ napecre3ns _
HapymeHHs HA 3AMBITICHO 3peHHe | KOHIOHKTHBHT, OKITy3Hd Ha
ouETe CYXOTa B O9HTE, PETHHAMHATA
NoBHIIEHA apTepHA, INayKoMa,
NaKpHMAaLu, OBHTATENHH
OYHA XHNepeMHs | HApyIIeHHA HA
| O9HMTE, BEPTCHE HA
oumre, porothobus,
KpYCTH Ha pp0a Ha
KienaunTe, Qaonu
HPHC CHHAPOM
(mHTpaocnepaTHB-
HO)" 4
Hapymenns na BEPTHUIO, THHHTYC,
YXOTO H Gonka B yIIMTe
_aabupusTa |
| Cupacunn TAXHKBPIHA NPEACHPIAHO CHHYCOBA apHTMHA
HApYIIeHUS MBXKICHE,
STPHOBCHTPHKY-
napeH 610k,
HapYILEeHHE HA
l NPOBOAMMOCTTS,
yasmkeH QT
HHTEpPBAaN HA
| EJICKTPOKAPIHO-
rpaMaTa,
| Gpanuxapaus,
NATONIOrHYHA
€NICKTPOKAPAHO-
rpama,
1 copuecbueHe - _ |
CoaoBn XHNOTOHMS, OpPTOCTATHYHA | Genoapobua
HapymeHug XHTIEPTOHHA XUMOTOHHA emb01n, BEHO3HA
TpoMbo3a,
— — ! — ! R
PecnrpaTopHHN, aucHen, papHHIo-
I'PBARH H napyHreanya onka,
MEARACTH- | | KAUIUIMIA HA3AMHA
14




HAJIHH ] KOHI'eCTHA XpHAOBE, NHEBMOHMY, -
HAPYIICHES eMTUCTAKCHC denroapobHa
i KOHTCCTH,
macthonus,
| PeCIIHPATOPHH
. - +— . | ___| HapymieHus |
CroMmamno- kopemHa 6osnka, pexanua NIAHKPCATHT, nneyc
| apeBHE KOpEMEH MHKOHTHHCHIHA, | YpeBHA
HRpYDICHHS mackoMdopT, I aucharus, HEMIPOXOAHMOCT,
NOBpBIIAHE, raAcHe, | QnaryneHuu NOAYT 3K,
3aMeK, | dexanoma, xelnur
FACTPOCHTEPHT, |
| i IHAPHS, AACHENCHA,
CYXOTR B YCTATS,
i 3pbobon 1 _ _ _ ]
Hapymenus Ha obpHB cupbex, JICKAPCTREHA T aHIHO- Stevens-
KOZKATS H AJONEenHn, epyTIHA, CHOeM Johnson
NOAKOKHATS eK3cMa, Cyxa YPTHKADHA, CHEAPOM/
THKAH * KOXa, CPHTCMA, XHIMEPKEPATO34, TOKCHYHA
NpOMAHA B LBETa | ITBPXOT, enmHaep-
HA KOXKATA, AKHE, | HAPYLICHHE Ha MATHA
ceGopeeH | KOX&Ta, KOXHH HEKPOJIH-
| | | mepmarHT [ Jle3ns 38°
Hapymenns Ha MYCKYJIHH CNa3My, | MOBHOICHA pabaoMHONH3a,
MYCKYJIHO- ‘ MYCKYJIHO-CKEJICTHH | KPEaTHH HEMPABHWIHA 11034
| CKeSECTHATA 6onkn, 6onku B docpokunaza B
CHCTeMS H repba, aprpanrus KpPBBTA,
CLeAHHNATE- CKOBRHOCT Ha
HATA THKAH CTABMTE, |
NOAYBAHE HA i
CTABMTE,
MYCKYJIHA
ciaboct, bonka
| _ | _ lessspem _ 1 |
Hapymenns Ha HHKOHTHMCHIHA HA | MONAKHYDHA, |
6u0penmTe M yPHHATA peTeHIHs Ha |
NEKOMHHTE YpHHATA, AHIYPHA
L THILS |
DpeMeHHOCT, CHHAPOM Ha _1
nmyepInepEyM | OTHEMaHC TIpH
HeOHATRAIAR HOBOPOACHOTO
| ELETONHEN i 1 1 4
HapymeHnns HA | CPEKTUIHA HapYHICHAC Ha MPHAMTAIBEM®,
penpOAYKTHB- Anchy KM, eSAKYNALMATA, NoyBaHe Ha
HATA CHCTEMA H aMeHopex, 3aKbCHCHHE Ha repIHTE,
rLpaaTaA | ranakTopes MEHCTPYAIHNTa, | yrolnemsBane Ha
| HApYIIEHHUA Ha I'BPIHTE, CEKPET OT
MEHCTDYATHHA rBPAHTE
p lmm", |
l I'MHCKOMACTHA, |
cexcyansa
anceyHKIHS, {
Oousika B repaMTe, |
anckoMPopT B
repAaNTe,
BaruHaiNHO
- | Teuenmwe - | ]
16
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O6mu - ' oToK, nupexcus, OTOK HA JIMLETO, | XHNOTEpMH,
HAPYII¢HAS H Gosxa B repauTe, BTpHCaHE, NOHMMCHE Te/lecHa
epeKTH HA acTeHns, yMopa, | nosuizeHa TEMMNEpaTypa,
MACTOTO HA - Gonka, peakuns Ha | TeNeCHA CTYACHH KpalHuLH,
NPAIOKERAE . MACTOTO Ha TEMIIEPATY A, abCTHHEHTCH
| HEDKEKTHDAHE MATOJOTHYHE - CHHAPOM, |
NoxXonk&, xaxmua, | mickoMpopT '
auckoMbopt B
| r'bpANTE,
- HEpa3NOJIOKEHHE, |
HeoOxualtau
_ yCeInaHHA,
Xenaro- NMOBHIIEHH NOBHIIEHH XKBIITEHHIIA
Onanapun TpaHCaMUHA3H, qepHOAPOOHH
HAPYIICHAR NORHINICHA | exH3uMA
raMarjyTaMHJI-
N | | Tpanchepasa
Hapauapsnns, nagaHHA bonka nmo speme
OTPABSHHMA H | HA MpoLeaypaTa
HpoLeAYPHH
| YCROKHEHHR

‘ Xnnepnponmnneum B HAKOH CIy4ay BOAH A0 FHHEKOMACTHS, HapylIeHus Ha MEHCTpYaLHATa,

aMeHOopes, aHOBYJIATOPHA rajlakTopes, YBpeXxaane Ha GpepTHIHTETa, HAMATEHO JIHﬁH,IlD ePeKTHIHA
JAChyHKIuS

B nnane6o-kOHTPONHPAaHH NPOyYIBaHHA ¢& ChOOMAaRa 3a 3axapen auaber npu 0,18% ot nanueHnTHTe,
NIEKYBaHH ¢ pUCTIEpHOH, B cpaeHenue ¢ 0,11% B rpynara Ha wauebo. O6uwata yecToTa OT BCHUKH

' KIHHMYHHA W3nATBaHHA € 0,43% npHu BCHYKH NAHEHTH, JIEKYBAHH C PHCTIEPHAOH.

‘He ce Habnionasa NpH KIHHHYHHA NPOYYBaKHA ¢ PUCIIEPHAOH, HO ce HabmoaaBa B NOCTMAPKETHHTOBHA
MIEPHOJ € PHCTICPHIAOH :

“Mose na BE3HHKHAT €KCTPAITHPAMUHH HApYyILIcHUS: NAPKHBCONH3LM (00HIIHA canuBalii, MyCKY/IHO-
CKEJIeTHA CKOBRHOCT, MAPKHHCOHHIBLM, IMTaBeHe, PHTHAHOCT THII 36049aT0 KoNeno, OpaiHKHHe3Rs,
XHMITOKHHE3Us, MACKOBHAHO JIHLIE, MYCKYJTHO HANpEXKEHHE, AKHHE3HA, BpaTHA PHTHIHOCT, MyCKYJIHa
PHTHAHOCT, MAPKHHCOHOBA MOXoxAKa, abHopMen raabenapeH peduiekc, NAPKHHCOHOB TPEMOP B NMOKO#),
aKaTH3RY (akaThH3ng, 6e3n0KONCTBO, XUNEPKHHE3HA ¥ CHHAPOM Ha HECITOKOHHHUTE Kpaka), TpeMop,
ARCKEHE3ES, (NHCKHHE3HA, MyCKYJHH NOTPENBaHUSA, XOPEOATETO3a, ATETO3a H MHOKIIOHYC), JTHCTOHHS.
JIHCTORHSTA BKITIOUBA JUCTOHHS, XHIIEPTOHYC, TOPTHKOINC, HEBOJIEBH MYCKYJIHH ChKpallieHH,
MYCKYJHA KOHTpaKTypa, OnedapocnabM, OKOJIYTHPHA, ape3a Ba €3HKa, Cta3sMH Ha JTHLETO,
NapHHIOCNa3MH, MHOTOHHA, ONTHUCTOTOHYC, OpodapHHreaneH cnasbM, IUIEBPOTOHYC, CNa3bM Ha e3HKa H
TpuaMHi. TpaOBa aa ce orbenexu, ye ca BIIIIOMCHH NO-ITHPOK CNEKTbP OT CHMIITOMH, KOKTO HE €

| 3aTLJDKHMTENHO JIa HMAT eKcTpanupaMuicH npousxo. Be3craHeTo BKIOYBE HAYATHO Oe3chHHE, CPEAHO
6eschiHe. KonByJicHATA BKTIOUBA IPaHA Mal KOHBYJICHA; MeRCTPYAJHHATE HAPYMICHESN BKIIOUBAT
HEpeAOBHA MEHCTPYAallud, onuroMexHopes. OToKLT BKIOYBA NEHEPATHIUPAH OTOK, EPHPEPEH OTOK,
OTOK C SIMKH.

Hexene aKADCTBEHH DEaKIIHM, 0TOCNA3aHH ¢ JIeKADCTREHH MDOPMH Ha NaANHOEDPHAC

ManunepuaoH € aKTHBHHAT META0ONHT HA PHCNIEPHJIOH, C/IEI0BATENHO NPOpHAHTE Ha HeXENTaHHTe
peaKIlHH Ha T€3H CHeJHHCHUA (BKIIOYUTENHO KAKTO Ha IEPOPATHHTE, TAKA H HA HHKEKIMOHHUTE GOPMH)
Ca CBBP3aHH MHOMEKIY CH. B NombJIHEHHE. KbM IOPHATE HEXXEJIAHH PEAKLIMH, CEAHHTE HEXETaHH
peakiMH ca HabmoaasaHn cliel ynorpeﬁa'ra Ha MATHNEPHAOHOBH MPOAYKTH H MOXE Jia ¢ 0
HOABAT H CbC CriepuaaH.

18
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Crpreann 3a6o/gBARRAS

L

CHMHIpPOM Ha NOCTYPAIHA OPTOCTATHIHAE TAXHKAPAHA

Panko ca AOKIaABaHH CIy4ay Ha aHadMIaKTHYHA peakiius cnej HHxeKTupaHe cbe CrniepHaaH Mo BpeMe
Ha NOCTMAPKETHHNOBHA ONHT NIPH NMALMEHTH, KOHTO NPE/(H TOBA CA NOHECIH nepopaneH pHCNEPHAOH (BXK.
TOuKa 4.4).

Edexmu na xnaca

[TocTMapKETHHIOBO Ca ChOGIDEHH MHOTO PEAKH CIy4aHn HAa yasaxkasaue Ha QT HHTepaana c
PHCTICPHIOH, XaKTO H ¢ APYTH aHTHNCHXOTHUH. JIpyrH CBLp3aHn ¢ kNaca ChpieuHH edexrn, AOKAABAHH
C AHTHIICHXOTHLA, KOHTO yaAbJikanaT QT uHrepBana, BIIOYBAT KAMEPHA apHTMHA, KAMEPHA
$ubpunanus, kaMepHa TAXMKAP/IHS, BHE3aNHa CMbPT, ChpaeueH apecT u Torsades de Pointes.

Benosen TpomMboembonnznm

C aHTHNCHXOTHYHH JICKAPCTBEHH MPOAYKTH ¢a Cho0IAaBaHH CiTy¥aH Ha BeHO3eH TpoMboeMOonn3BM,
BKITIOUMTENHO CiTyHau Ha GenonpoGHa emGonua u cimydan Ha Ab16oKa BeHo3Ha TpombGo3a (¢ HeH3BeCTHE
 4ecToTa). -

HaaxapaHe HA Terjao -

B 12-ceaMHYHOTO ABOKHO-CAANO, INANE00-KOHTPOMHPAHO [IPOyUYBaHe, 9% OT NAUHEHTHTE, NICKYBaHH C
PHCHEPHJIOH, B CpaBHEHHe ¢ 6% OT NaLMeHTHTe, JIEKYBAHH ¢ IU1ale60 ca HaJIATH Ha Terno 2 7% ot
TEIECHOTO TEro B kKpas Ha npoydpaxero. [Ipe3 1-roAHIHOTO OTKPHTO NPOYUBAHE HA PHCIEPHAOH
NPOMEHHTE B TEJIECHOTO TErJIO NPH OTAENHH NALACHTH OOHKHOBEHO Ca B pAMKHTE Ha = 7% cnipaMo
H3XO0HATA CTOHHOCT, 25% OT NauMeHTHTE YBEIHYaBaT TEJASCHOTO CH TErIo = 7%.

Cmﬁmananm Ha no.no:mpann HeXeNlaHH peaxmm CNieNl paspemaBaHe 3a ynorpeba Ha TeKapCTBEHHA
NpOAYKT € BaxkHo. TOBa N03BONABA A NPOXL/DKH HAGMOACHHETO Ha CHOTHOLICHHETO MOJ3a/PHCK 34
JIEKApCTBEHMA NMPOAYKT. OT MEAHUMHCKHTE CNEHATHCTH ¢ H3NCKBA Ja Cho0maBaT BCAKa No03HpaHa
HexellaHa peakiius ypes VI3ampaHUTEIHA areHIUNA 10 JIEKapCTBara, yi. ,.Jama I'pyes” Ne 8, 1303 Codus,

ren.: 02 8903417, yeGeatit: www.bda.bg.
4.9 Tpeno3Epane

Thii KaTO e NO-MAaJIKO BEPOATHO Aa C€ NOJIydH Npeao3Hpane IIPH MapeHTEPAIHOTO, OTKOJAKOTO NPH
MEPOPANHOTO NPRIOKEHHE CE NpeAoCcTaBs HHGOPMALNA OTHOCHO NEPOPANHOTO PHIOKEHHE,

Cumnmonmu

Haii-o6mo, crobulaBaHuTe NPH3HALUM U CHMITTOMH C8 BCACACTBHE HA arpaBallisd Ha H3BECTHHTE
dapmakonornynu edeKkTH Ha pHCIEpHIOH. Te BKIIOUBAT CHHAHBOCT H CEAUPAHe, TAXMKAPAHS H
XHIIOTOHHS K eKCTpamupaMHaHn cuMnToMH, [IpH nipenosupane ce cxobmana 3a ybmkasade Ha QT-
HHTeppana H 3a kouByacuH. 3a Torsade de Pointes ce chobmasa nmpu koMOHHHPaHO Npex
PHCIIEPHAOH H MAPOKCETHH.

[Ipu ocTpo npeao3upane, TpAOBA Jia ce HMa NTPEH BHA BH3MOXKHOCTTA /a Ca BKIIOYe

. 17
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Jleuenue

Jla ce OCHIYPAT M NOARBPHKAT MPOXOAHMH JHXATE/IHHTE THTHILA, 38 A8 MOXE 8 HMA aJIeKBaTHA
OKCHIeHALMS M BEHTHIALHA. MOHNTOPHPaHETO Ha CHPACHHO-CH0BATA CHCTEMR TpsOBa Aa 3amouHe
ne3abaBHO H TpA6Ba Aa BKNOYBA HEMPEKHCHATO HAOMONEHHE HA €/IEKTPOKapAMOrpaAMATa, 3a 1a ce

PEFHCTPHPAT €BEHTYANHH APHTMHH.

3a pHCIIEpHAOH HAMa crielHHIeH aHTHAOT. CliefoBaTeNnHo TPAOBa ia ce NpoBeaaT CbOTBETHHTE
MOAXBPXALIA MEPKH. XHIIOTOHHATA H IMPKYJIAaTOPHHAT KoJanc Tpabsa aa ce NIeKyBaT CbC CHOTHETHHTE
MEepPKH KATO HHTPABEeHO3HO BIMBAHE HA TEHHOCTH H/HJIM ChC CHMITATHKOMHMETHYHH cpeacTsa. B cayqai
Ha TeXKa eKCTpanHpaMHHa CHMITOMATHKE, Tpa6Ba Aa ce NPHIAraT aHTHXOIHHEPIHYHH JICKAPCTBECHH
npoAyKTH. CTPOrHAT MEANIHHCKE HAN30p H HalmoaeHneTo TpA6Ba Ja MPOABIDKAT, JOKATO NAUMEHTHT Ce

BB3CTAHOBH.

5, ®OAPMAKOJOIHYHH CBOUCTBA

5.1 PapMakoAREIMHAYHH CBONCTEA

dapmakoTepanesTHuHa rpyna: Ilcuxonentuuy, lpyrn anTuncuxotany, ATC kon: NO5SAXOS.

Mexana3sM Ha JeHCcTBHE

PucnepHAOH e CelIeKTHBEH MOHOAMHHEPIrHYeH AHTArOHHCT C YHHKAIHK CBOACTBA. ToH# MMa BHCOK
aduHATET KbM cepoToHuHepruaHuTe 5-HT2 B gonaMuHepruyuuTe D2 penenropyn. PUcnepuioH ce
CBBP3BA CHHIO H ¢ ana 1-ajipeHeprHIHHTE peilenTopH H ¢ no-ciad apuuurer ¢ H1 xucramunepraguuTe
u dnda 2-aIpeHeprHIHHTE PeLenTOpH. PHcnepuaoH HAMa ahHHHUTET XbM XOJHHEPIHYHHTE PELENTODH.
Buipeky 4é pHCIEpHAOH € Molnes D2 aHTaroHuCT, 3a KOHTO ce cuHTa Ye noaobpaBa NO3HTHBHHTE
CHMIITOMH Ha mMH30odpeHUsTa, TO# No-¢abo MOTHCKA ABMraTe/IHATa aKTHBHOCT H HE MPHYHUHABA TaKapa
KaTaAeNcCHA KaTo KIaCHHeCKHTE AHTHIICHXOTHLN. bantaHCHPAHHAT HEHTPAJICH AHTArOHH3BM CITpAMO
CEPOTOHHH H KOMAMHH MOXE JIa HAMAIH BEPOATHOCTTA OT MOMy9YaBaHe Ha eKCTPANHPAMHANH HEXeaHH
peaKlMH H 1a pasliHpH TepaneBTHYHOTO AeHCTBAE KbM ORIAJABAHE HA HETATHBHUTE H aQeKTHBHHTE
CHMIITOMH Ha INH30(pPEHHATA.

HHUYHa COH HOCT 1

EdeXTHBHOCTTA Ha PHCTICPHIOH CYCTIEH3HA ¢ YABIDKEHO ocBoboxaasane (25 mg # 50 mg) npu
OBJNaAABAHE HA U3ABHTE Ha ICHXOTHYHHTE pa3scTpolicTba (1un3odpenns/mu3oapeKTHBHE pa3cTpoiicTsa) e
yCTAHOBeHa NpH eARo 12-ceqMuuHO, n1aue6o-KOHTPONUPaHO KIHHHYHO POyYBaHe NMPH Bb3PacTHH
XOCIHTAIH3NPAHRH NCHXUYMHO 60NHU U NpH aMOY/IaTOPHU NALHEHTH, KOHTO OTIOBOPAT Ha KPHTEPHHTE
DSM-1V 3a mu3o@ppeHus.

IIpn enno 12-ceAMUYHO CPABHUTENHO KIIHHHUHO NIPOY4BaHE NPH CTAOMIHK NAUMEHTH ¢ K30 pEHHA €
J0KAa3aHO, Y€ PHCTIEPHAOH CYCIIEH3HA C YIb/DKeHO ocBoboXAaBaHe € TONKORA eeKTHBHA, KOJIKOTO H
nepopanuaTa Tabnerna ¢opma. snrocpoynara (50-ceammiHa) 6€30MacHOCT H €PHKACHOCT Ha
PHCIIEPHAOH CYCNEH3HA C YABDKEHO OCBODOXKJABaHE € OLIEHEHA CHIHO B OTKPHTO KNIHHHYHO MPOYYBaHe
Ha cTaOUIHHM XOCMHTANHINPAHH NCHXHYHO GONHM nauKeHTH U aMOynaToOpHH NaLMeHTH, KOMTO OTIOBapAT
Ha KpuTepuute Ha DSM-1V 3a mmsodpenns u muzoadexTHsuy pacTpoiictsa. C TedeHHE HA BPEMETO
eGeXTHBHOCTTA C€ NOAFBPXA OT PHCIIEPHAOH CYCNEH3HA ¢ YABDKEHO ocBoboxnapane (D al) -
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durypa 1. Cpeana obuia ouenka Ha PANSS BbB Bpemero (LOCF) npy nauneHTH ¢ WH30(QpeHHs.

5.2 ®dapMaKOKHHETHYHH CBOHCTBA

AOGcopOums

AGcopOuHsTa Ha PHCMIEPHIOH OT PHCTIEPH/IOH CYCNEH3Hs € YIb/KEHO 0CBODOXK/1aBaHe € MbJIHA.

Cnejn efiHa MYCKYJIHA HHIKEKIMS C PUCTIEPHIOH CYCNEH3Hs € yABJKEHO 0CBOOO0XK /1aBaHe NpoPHIILT Ha
0cBOOOXK1aBaHE CE ChCTOM OT MAJIKO HayalHO OcBOOOXk1aBaHe Ha pucnepHaoH (<1% or no3ara),
nocieaBaHo ot lag nepuoa ot 3 ceaAMud. OcBOOOXK/1aBaHETO HA OCHOBHOTO KOJIHYECTBO PUCTIEPHIOH
3ar04Ba OT 3-Ta CeJAMHILIA HATAThK, NoIbpka ce oT 4 10 6 ceIMHLIM U OT3By4YaBa npe3 ceamulia /.
[Topaau ToBa TpsOBa J1a ce€ OCHIYpH NMepOpPaHO AHTHIICHXOTHYHO NMOKPHTHE 110 BPEME Ha IMbPBHUTE 3
CeJIMHULIM HA JICUEHHE C PUCTIEPHIIOH CYCIIEH3Hs C YIbJ/KEHO 0cBODOXK A1aBaHe (BkK. Touka 4.2).

KomOuHauusTa ot npoduia Ha 0CBOOOXKAaBAHE U peKUMa Ha JI03HpaHe (HHTPaMyCKYJIHa HHXKEKIHS npe3
1B€ CEJMHIIM) MMa 3a pe3yJiTaT NOCTOSHHH TepaneBTHYHH IUIa3MEHH KOHIIEHTpaluHu. TepaneBTHYHHTE
J1a3MEHHU KOHIIEHTpaLMK ce 3ana3Bat 4 10 6 ceIMHLIM Cle/l TOC/IeAHAaTa HHKEKIHS PHCIIEPH/IOH
CyCMeH3Hs ¢ yAbJKEHO 0CBODOXk/1aBaHe.

Cnea MHOrOKpaTHO HHTPAMYCKYJTHO MHXKEKTHpaHe Ha 25 iiH 50 mg pUCnepHI0H CYyCNeH3us € YAbIKEHO
0CBOOOK/1aBaHe Ha BCEKH J1B€ CeAMHLH CPEJAHUTE MUHHMAJIHH U MAaKCHMAaJITHH TU1a3MEHH KOHLEHTpallHH
HA aKTUBHATa aHTHINICUXOTHYHA (pakuus Bapupat Mexay 9.9-19,2 ng/ml u 17,9-45,5 ng/ml cvoTBeTHO.
He e nabnonaBaHo KyMyJinpaHe Ha pUCIIEPHIOH MPU NpoaAbIDKUTENHA ynoTpeda (12 meceua) npu
MaljieHTH, Ha KOMTO ca HHXKEKTUpaHHU 25-50 mg npe3 ABe CEAMHLH.

["OopHHTE MPOYyYBaHUA Ca NPOBEJAECHH C IlyTealHa HHTPaMyCKyJiHa HHKeKUHUs. [leNTOHIHNTE U Ty TeaaHH
HHTPAMYCKYJIHH HHXXEKLIMH C €IHaKBH /1034 ca OMOEKBHBAJIEHTHH H 3aTOBA ca B3aHMHO3aMEHSEMH.
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Pa3npenenenve

'Pncnépunou ce pasnpenens 6bp3o0. OO6eMbT Ha pasnipee/ICHHE € 1-2 /kg. B nnasMaTa pHCIEpPHIOH ce |
CBBP3Ba ¢ wI6yMHHA M ¢ anda-1 Kucenus riIMKonpoTeHH. CBbP3BaHeTO Ha PHCMIEPHAOH C MIA3MEHHTE
npoTerHH e 90%; Ha aKTHBHMA MeTaboNMUT 9-XHAPOKCH-PHCIIEPHIIOH € 77%.

bu M H H e

Pucnepunos ce Merabonnsupa ot CYP2D6 1o 9-XHApOKCH-PHCIEPH/IOH, KoiTo HMa noaoOHa
dapMaKoNOrHyHa aKTHBHOCT KATO PHCNIEPHAOH. PHcnepHIoH Iunoc 9-XHApOKCH-PHCOEPUAOH 00pasyBat
AKTHBHATA aHTHIICHXOTHYHA Ppaxiua. CYP2D6 e 06eKT Ha reneTHueH nomumopdussM. Bppaute

CYP 2D6 metaGonu3zaTtopd G6p30 NPEeBPHINAT PHCNIEPHAOH B 9-XHAPOKCH-PHCIIEPRAOCH, 10KATO aBHHTE
CYP 2D6 MeTabonu3aTopH ro npeppbilar MEoro 6asHo. Benpexn, qe Gbpanre Merabonu3arops HMAT Mo-
HHCKA KOHLIEHTpalHd HA PHCNEPHIOR H NO-BHCOKA KOHIECHTPALMS HA 9-XHAPOKCH-PHCIIEPHIOH OT
OaBHMTEe MeTabONH3aTOPH, (PapMakoOKHHETHKaTa Ha PHCIEPHAOH H 9-XHAPOKCH-PHCIIEPHAOH B
xoMOuHALHA (T.. AKTHBHATA AHTHNICHXOTHYHA (Ppakiu), cnea eAHHHYHA H MHOIMOKPaTHa RO3HPOBKA e
cxoHa npH 6bp3nTe U GapuuTe MeTaGoNA3ATOPH Ha CYP2DS.

Ipyr MeTaGosuTeH THT Ha pHCepuaoH ¢ N-feankunupaseto. In vitro Ipoy4BaHHA Ha YOBEIIKH
yepHOAPOGHHE MHKPO3OMH NOKA3BAT, fe PHCIEPHAOH B KIHHAMHO 3HAUAMA KOHLIEHTPAINS He HHXHOHpa

3HaYHTeNIHO. MeTabonn3Ma Ha JekapcTBaTa, Merabonuupand o1 uToXpoM P450 n3oensnmure,
sxmounTenio CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4, u CYP3AS. Enna

CeIMHIIA CJIe TIEPOPATHO NMPHIOKEHHE HA PHCNEpHIOR 70% OT f03aTa Ce eKCKpeTHpa B ypHHaTa H 14%
BB deneca. B ypuHaTa puCIepHIOH ILTIOC 9-XHAPOKCH-PHCIIEPHIOH CHCTABNABAT 35-45% OT nepopaiHo
npreraTa 203a. OCTaTBKBT Ca HeakTHBHH MeTabonuTH. Pa3aTa Ha EIHMHHHPaHE 3aBbpIIBa
nprGH3HTeNHo 7 A0 8 CeAMHLH cnef NocieaHaTa HHKCKIHA PHCMIEPHAOH CYCHEHIHA ¢ YABIDKEHO

ocBoboXkaasane,
JIMHEHHOCT

dapmMaxOKHHETHKATA Ha pncnepnnon e NMHefiHa B AO3OBHS AMATIA30H 25-50 mg NpH HHXEKTHPaHe npe3
ABE CCAMHILIH. |

| Crapuecka BL3PACT, MePHOAPOOHO H 6x6pedHo yBpexaaHe

DapMaKOXHHETHYHO NPOYYBAHE HA EMHAYHA 5038 TEPOPATHO NIPHUIOKEH PHCTIEPHAOH MOKa3Ba CPE/IHO

43% no-BHCOKA MUIA3MEHa KOHLEHTpallnA Ha AKTHBHATA AHTHIICHXOTHYHA dpaxuni, 38% yab/okeH
NOJTYKHMBOT H HAMAJICH KITHPBHC Ha AKTHBHATa AHTHNCHXOTHYHA dpakuus ¢ 30% npn NANHEHTHTE B
CTapYecKa Bh3pacT.

Tlpn sp3pacTiy ¢ ymepeHo 66peyHo 3abonaBaHe KIHPBHCHT Ha aKTHBHATA dpaxnns e ~ 48% ot
KIHPBHCE IPH MJIAJH 3APaBH Bb3PacTHH (Bb3pacToB AuanasoH 25-35 roausu). [IpH BL3PacTHH C TEXKO

. 6B0peqHo 3ab0ngBaHe KIHPHHCHT HA AKTHBHATA (pakius e ~ 31% o1 knHpLHCa IPH MIALH 3ApaBH
BB3pacTHH. [ToMyXHBOTHT Ha akTHBHATA ¢pakuus € 16,7 h npn Mnans Bs3pacTHH, 24,9 h npy Br3pacTHu
¢ ymepeHo 6u0peuHo 3abonaBane (WK ~ 1,5 MHTH NO-ABIBr OT TO3M NPH MJIaaH BB3PAcTHH) ¥ 28,8 h npu
Te3n ¢ TeXKO Gp6peuno 3abonasane (#nu ~ 1,7 MBTH HO-ABIBr OT TO3H NPH MAAAH BH3PAcTHH).
[Ina3sMeHHTE KOHLEHTPALMH HA PHCTIEPHAOH ¢a GUNiH HOPMAJIHH NPH NAlMEHTH ¢ 1¢pHORPoOHa
HEJOCTATHYHOCT, HO cpeAHaTa cBofoaHa ¢ppakuus Ha PHCIEPHIOH B NNa3MaTa e ypenuyena ¢ 37,1%.

ITepopanHuAT KIMPHHC H STHMHHALMOHHUAT 1TOJTYXXHBOT H PHCIEPHJIOH H AKTHBHATA bpaxfmr I

BH3PACTHH C YMEPEHO H TEXKO YBpEXkJiaHe Ha JEPHHA APO0 He Ce palIIaBar 3Ha- -.( ah-i) el
napaMeTpH NMpH MIaaH 34paBH Bh3PaACcTHH. ,455\ iy,
SN e
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B MakKoKkHHeTHXa/bapMaxo KA

HsMa Bpb3ka MeXAy IUIA3MEHHTE KOHIEHTPAllAH HA AKTHBHATA AHTHIICHXOTHYHA GPAKIHA B IPOMEHHTE
B o6mus ckop no PANSS (Cxana 3a oLeHKa Ha TOSUTHBHHTE M HETATHBHHTE CHHAPOMH ) H 00INAA CKOP
no ESRS (Ckana 3a olleHKa Ha eKCTpanMpaMHIHHTE CHMIITOMH) NPH NOCCICHHUATA 34 OlleHKa Ha
CBCTOAHHETO B HHTO €XHO OT Npoy4BaHuATa BHB (aza III, npx KoHTO ca H3ChcABAHH PEKTHBHOCTTA H
Oe3onacHOCTTA.

Ilon, paca # TIOTIOHOTYIIeHE

[MonynauuoHeH GapMakOKNHETHYEH AHANH3 HE MOKA3BA BHAHUMO Bb3ICHCTBHE HA N0J1a, pacaTa HitH
TIOTIOHOMYIIEHE BEPXY (PapMAKOKHHETHKATA HA PHCIIEPHOH HIIH HAa AKTHBHATA AHTHNCHXOTHYHA

bpaknus.

5.3 IlpeaxanHEHYEE AAHHE 3a Ge3onmacrocT

[Tono6Ho Ha npoy4yBaAuATa 3a (Cy0)XpOHHYHATA TOKCHYHOCT C NEPOPATICH PACNIEPHAOH NPH ILTbX0BE H
Ky4eTa OCHOBHHTE eeKTH OT IedeHHETO C PHCIIEPHOH CYCIeH3Hs ¢ yABIDKeHO ocBoboxaasaue (10

12 Mecelia MyCKYIRO HPHIOXKEHHE) Ca MPONaKTUH-MEAHHPAHO CTAMY/IMPAHE HA MIIEYHHTE JKIIe3H,

" NIPOMEHH B FeHHTANMHMTE MPH MBXKKH H XKEHCKH XHBOTHH H edeKTH BBPXYy LeHTpa/IHaTa HEPBHA CHCTeMa
(LIHC), cepp3an# ¢ tbapuam,nnﬂaumm AefcTBHE HA PUCTICPHAOH. B mpoydsane 338 TOKCHYHOCT NPH
IOBEHHJIHH ILTHXOBE, JIEKYBaHH C epopalleH pUCepHJoH, c¢ Habmoaasa NOBHIIEHA CMBPTHOCT Ha
MaJIKuTe ¥ 3a6aBsHe Ha (u3HUEcKOTO passATHE. B 40-ceAMAYHO NIpOyUBaHE C IOBEHHIHH Ky4eTa,
JNIEKYBaHH C NepopaleH PHCIIEPHAOH, TOIOBOTO ch3paBaHe ¢ 3afasero. Bw3 ocHoBa Ha AUC pacrexsT Ha
IBITETE KOCTH HE € MOBIHAH NPY KydeTa IMpH 3,6 ITbTH NO-BHCOKA OT MAKCHMAJIHATA NEpOpatHa
excno3uuua mpu oHomH (1,5 mg/nex); AokaTo edeKTHTE BLPXY ABJIIHTE KOCTH H NOJIOBOTO Ch3pABAaHE Ca
HaGmonaBasHi npy 15 MbTH NO-BACOKA OT MakKCHMAIHATA NEPOPANHA eKCMO3HIHA IPH IOHOIIH.,

PucTIepHAOH HE ¢ TEPaTOreHeH MNpH ILrbXoBe H 3aiiny. [Ipn npoydBaHud Ha penpoOAYKTHBHOCTTA BbPXY
[LTbXOBE C PRCIICPUACH ¢a HAOMOMABAHK HEKENAHH peakilHH BbpPXY NOBECHHETO NPH HHTOCBaNE Ha
POOMTENHTE, TETNOTO NIPH paXaHE M MPEXHBAEMOCTTA Ha NIOKOAEHHETO. [IpH NTbX0BE HHTPAaYTEPHHHATE
eKCINO3ULAA Ha PHCTIEPHIOH Ce CBbP3Ba C KOTHHTHBHH Ae(QHLMTH B 3psia Bb3pacT. J\pyru xonaMHHOBH
aHTArOHMUCTH, KOraTO e MpHIarar Ha GpeMeHHH XKHBOTHH, OKa3BaT OTPHLIATE/IHO BR3ACHCTBHE BEPXY
cnocoOHOCTTa 3a YYeHEe H ABHTETENHOTO PA3BUTHE MPH MOKOJNICHHETO.

[IpHnoxkeHHETO Ha PHCOEPHAOH CYCNIEH3HA ¢ YABIIKEHO 0cBOOOXK/1aBale HA MBXKH H KCHCKH ILTBXOBE 32
12 u 24 Mecela mpean3BHKBA OcTeoaHCTpodua npH jpo3a oT 40 mg/kg/2 ceamuun. Jlosara Boxela Ao -
OCTeomHCTPOdhHA MPH ITLXO0BE, Gasupana BLpXy mg/m” ce paBAsBa Ha 8 MHTH MaKCHMATHATA
MPEenopBYUTETHA 1032 [IPH XOpa U € CBhp3aHa ¢ IIasMeRH HHBA 2 MbTH NPEBHINABAIH MAKCHMYMa,
OYaKBaH MpH XOpa IPH MAKCHMAIHATA NpenopbantTensa fo3a. Ocreomuctpodus He e HabmoaasaHa npu
Ky4eTa, TPETHPAHH B MPOABIDKEHHE Ha 12 Mecella ¢ HHXKEKIHOHEH pucnephaol a0 20 mg/kg/2 ceaMuum.
Tasu 1032 BoAH A0 IUIa3MEHA eKCNO3HIMA J0 14 mTH MAKCHAMAIHATA NPENOPbYHTENHA 1032 NPH Xopa.

Hama gaHHM 33 NeHOTOKCHYEH MOTCHLHAL.

KakTto ce oyakpa npH MollleH AonaMuH D2-aHTArOHHCT, NPH MPOYYBAHHA HA NEPOpalHATa
KaHIEPOreHHOCT Ha PHCIIEPUAOH MPH ILTHXOBE H MHIIKH, ¢¢ HA0/M0/1aBa MOBHINCHA YECTOTA HA ANAEHOM
Ha Xunodu3aTa (MHIIKH), SHAOKPHHEH A1CHOM Ha MaHKpeaca (ILUThX) H a1€HOM HA MJICYHATA XKie3a

{(nBaTa BHAA).

[Tpu mpoyuBaHe 3a KAHLEPOTeHHOCT MPH HHTPaMYCKY/IHO TPHIOXKEHHE C PHCIEPHAO w X %
yABIDKEHO ocBoOOXAaBaHe npu ursxose Wistar (Hannover), (no3u ot 5 4 40 mg/kg/ SRK I aha. 7;-0
no3a ot 40 mg/kg ce Habmoaapa NOBHINEHA YeCTOTA HA TYMOPH HA eHAOKPHHHHA IiZ N Schiiai AN
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xHnoQH3HATA XK1e3a H Ha MeAyNiaTa Ha HapbvOpeuunTe, aokato ipH 5 H 40 mg/kg ce oTOena3BaT TyMOpH
Ha MJIeYHAaTa xe3a. TyYMOpHTe, KOHTO ¢¢ HabmoaaBsaT NpH NEPOPaAHO H HHTPAMYCKYJIHO TIPHIOXKCHHE,
MOJKE /12 C& CEBP3aHH ¢ MPOABDKHTEIHHS aHTarOHH3bM Ha JonaMidH D2 ¥ Ha XHNCpnpoNakKTHHEMHATA,
OT HpOy4BaHHATA C THKAHHH KYJITYPH Ce NPEANoara, ue pacTe)bT Ha KIETKHTE PH paka Ha rep/aTa
[IpH XOpa, BEPOSTHO € CTHMY/IHpaH OT NponakTHHA. KaTo mpaBuiio XHnepKanllHeMANTa JONPAHACS 34
yBENHYEHATA 9ECTOTA Ha MeAyJlapHUTE TYMOPH Ha HanbwOpeKa NpH TPETHPaHH ¢ PHCIIEPHIOH CYCTIeH3NsA
¢ YABDKEeHO ocBo60XAABAHE IUTEXOBE, KOETO ¢ Habmoaasa H B BeTe 10308H rpynH. Hama f1aHuy, ot
KOHTO Ja ce MpeAlionara, 4e XHNepKaJlHEeMHUITa MOXe Ja € TpHYHHA 38 (PEOXPOMOIHTOM NpPH Xopa.

BrOpeynn TyOynHE aneHOMH: ce HabaioAaBaT P MBXKKH IThX0BE TPETHPAHH ¢ PHCIICPHIOH CYCIICH3HA C
yXbKeHo ocBoboknaBaHe mpu ao3a 40 mg/kg/2 cenmunm. He ca nabmonasann 650pevHn TyMOpH npH
HHCKata 7033, npH 0,9% HAaTpHes XJIOPHA HIH B KOHTPOJIHATA Ipyna ¢ MHKPOCchepH KaTo BEXHKYITYM.
MexanusMbT, BOAEIN A0 NOABa Ha OLOpEeYHH TYMOPH TIPH MPHIOKCHHETO HA PHCIICPHAOH CYCIICH3MS C
yIB/DKEHO 0CBOOOKAABAHE TPH MBXKKH IUTbXoBe Wistar (Hannover) e Henssecren. He ce Habnionasa
CBBP34Ha C JICYEHHETO YBeNIHYeHa YecToTa Ha OpbpedHH TYMOPH B IPOY4YBaHHATA 32 NE€popaiHa
KaHIIEPOTEHHOCT, IPOBEXAAHH BBPXY ILrbXxoBe Wistar (Wiga) HiaH Swiss MHINKH, HA KOHTO € NpHiaran
nepopanro pacnepuaon. [IposeaeAnTe NPOyYBaHHS 3a OTKPHBAHE HA pasiiiiuATa B npoduia TyMop-
opras nokaspar, ye Wistar (Hannover), yuacTBalr B IpOY4BaHHATA 32 KAHIIEPOreHHOCT C€ pas/iiyaBaT
ot Wistar (Wiga), H3N0/I3BaHH NpH NPOYYBaHHA 32 KAHLEPOTCHHOCT NPH NEPOPATHO NPHIOKEHHE IO
OTHOWIEHHE HA CIIOHTAHHO BB3PACTOBO-3aBHCHMH HETYMOPHH OBLOpeUHH NpoMeHH, B YBEIHYABAHETO Ha
cepyMHH MPOJAKTHH ¥ OLOpeYHHTE MpPOMEHH B pe3yJITaT Ha pucniepuaod. HaMa naHHH, MOKa3palny
Ob6peuno 3aBHCAMH ITPOMEHH MPH KyYeTa NPH IIPOMHTCHHO MPHNOXEHHE HA PHCIIEPHAOH CyCTIEHIHS
C YABJDKEHO 0CBOOOX 1aBaHE.

He e H3BeCTHO HATHYHETO HA BPBh3Ka MEXAY OCTEOARCTPO(PHUATA, PONAKTHH-MEAHHPAHHUTE TYMODH,
IPEaTONaraeMuTe cyﬁc-rpa'r—cnenmbnqnn OnOpeanu TYMOPH NPH IUTBEXOBE U CBIIECTBYBAHETO HA PHCK

TpH XOpa.

JlokanHo ApasHeHe Ha MACTOTO Ha NpHIokeHMETO MPH Ky4eTa H ILTbXOBE ce Habmoaana el
NPHIOXKEHHE HA BHCOKH /I03H PHCIEPHAOH CYCTICH3HA ¢ yAbDKeHo ocBoboxaasane. IIpn 24-meceuno
Npoy4BaHe Ha HHTPAMYCKYJIHA KaHIePOTeHHOCT IPH ILTbXO0BE He C& Ha0/MOoAaBa NOBAINEHA JeCTOTa Ha
TYMOPH HA MECTOTO Ha HH)KEKTHPAHETO HHUTO IIPH KOHTPOJHATA, HUTO NIPH aKTHBHATA rpyrna.

In vitro M in vivo MOZENH C )HBOTHH II0Ka3BAaT, Y€ BUCOKHTE J03H PUCIIEPHAOH MOTAT Jia NPEAH3BHKAT
yawpkapane Ha QT-HHTEpBaNa, KOSTO TEOPETHYHO Ce CBHP3BE C NOBHINEHNA pHCK oT Torsade de Pointes

NMpH NalMeHTHTE.

6. ®APMAIEBTHYHH JAHHH
6.1. CoHchbK HA NOMOILIEATE BellleCTBA

Ipax 3a UHIICEKYUOHNRA CYCNEeH3UR
Toma(D,L.-nakraa-ko-riakonun)

Pasmeopumen

IMonaucopbar 20

Kapmenosa HaTpHi

Jlurarpues xuaporendocdar nnxn,npa-r
JINMOHEHa KHCEJIHHA

Hatpues xnopua

HatpueB XHAPOKCHA
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Boaa 3a HHXXeKLHH

6.2. chnnmnumu

To3u iexapCTBeH nponyrr He TpaOpa Jia ce cMecBa C npym NeKapCTBeHH NMPOXYKTH, C H3KJIIOYCHHE Ha
YNOMEHATHTE B TO4Ka 6.6.

6.3. Cpox Ba rogsocT
3 roauuu npu 2-8°C,

Cnen pexoHcTHTYHpaHe: XMMHuecKara i puznveckara crabuiHocT npu ynorpeba e noxasaxa 3a 24 yaca
npu 25°C.

Ot mMuxpobisonorusna rieHa Touka, MpoAYKThT TPAOBa Aia ce H3NoN3Ba He3abaBHO. AKO HE Ce H3MOJI3BA
BE/IHAra, BpEMETO M YCIOBHATA 3a CbXpaHEHHEe Npexn ynotpeda ca oTroBopHOCT Ha morpebuTens u
oOruKkHOBeHO He Tpsa6Ba Ja HaaBHIaBat 6 yaca rpu 25°C, 0CBEH 8KO PeXOHCTHTYHPAHETO HE € H3BBPIIEHO
B KOHTPOITHPAHH H BAIKAHPAHH ACENITHIHH YCJIOBHA,

6.4: Cunenmnannm ycaobus HR ChXpaHeRHE
L{anara 5o3oBa onakoBka TpabBa Aa ce cpxpaHssa B xnagunuuk (2-8°C).

AKO XNaJMIHAKBT He € HAHYCH, npeay npuwiarane CnepyuaaH MoOXe Aa €€ ChbXpaHABa NIPH TEMITEPaTypH,
KOMTO He Haasumasar 25°C, He noBeve oT 7 OHH. |

Jla ce chXpaHABa B OPUrMHATHATA ONAKOBKA, 3a Ja ce MPEeaMNasH OT CBeT/IHHA.
3a yCTOBHATA Ha ChXpAHEHHE HA PeKOHCTUTYUPAHHAA JISKAPCTBEH NPOJYKT, BHIKTE TOYKa 6.3.
6.5 Bajn cLILPEAHEE HA OHAKOBKATA

Pucnepugon 37,5 mg:

Besxa 03088 ONMAKOBKA ChABPXKa CIETHHTE KOMIIOHEHTH, TIAKETHPAHH B nnacmacona MEXAHHHA

ONAaKOBKA: -

e ¢IHH NpO3patcH CThKIEH (IaKoH ChC CHBa XJA0po0yTHIOBA r'yMeHa 3anyalka, 3aleyaTaH Che 3ejicHa

aTyMHHHEBA OTUYIBAILA Ce Kanayka, ChAbPXKAML IPax 38 HHKCKIIHOHHA CYCHCH3HA.

* eIHA NMPO3pavuHa NpeABAPHTENHO HAITbIHEHE CTHIJICHA CIIPHHIIOBKA C Kamavka Ha ma.pxa B CHBA

6poMobyTHNIOBa 3anyuanka Ha OyTanoTo ¢ 2 ml pasTBOpHTEIL.

* JIMH azanTtep 3a (iakoH.

+ nee uraE Terumo SurGuard®3 3a HHTPaMYCKYJIHO HHXEKTHpaHe: ZIG UTW 1-unvopa (0,8 mm x

25 mm) obe3onaceHa CbC 3aIIMTHO YCTPOHCTRO HTa 32 ASNTOHAHO npuiokenne H 20G TW 2-uH4oBa
(0,9 mm x 51 mm) obe30onaceHa chC 3AMHTHO YCTPORCTBO HMIJIA 32 Iy TEATHO NPHIOKEHHE,

Pucnepuaol 50 mg:
Beaka 103082 ONaKOBKA ChAbPAKa CleAHHTE KOMIIOHEHTH, NAKETHPAHH B ILTACTMACOBA MEXHHHA
ONAaKoBKa: | |

* ¢ZIHH NPO3padYeH CThKNIER (GraxoH ChC CHBA XIOpOo0YTIIOBA I'YMEHa 3alyInajka, 3anevyaTad cChe CHHA
ayMHHHEBA OTUYMBAMIA C¢ KATIAYKA, ChAbPHKAIN MPAX 38 HHKEKIHOHHA CYCIEH3HS.
* H e/[Ha NPO3pavHa MPEABAPHTENHO HATbIHEHA CTHKJIEHA CIIPHHLIOBKA C Kanadka H
6pomMoSyTrIIOBa 3anymanka Ha Gytanoro ¢ 2 ml pasTeopHTEN.

* eZIUH ajANTep 3a (PNaKkoH.
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e e urauM Terumo SurGuard®3 3a uHTpamyckysiHo uHxkektupase: 21G UTW I-unyosa (0,8 mm x
25 mm) obe3onaceHa cbe 3alUTHO YCTPOHCTBO Ura 3a aAenTouHo npunoxenue v 20G TW 2-un4oBa
(0,9 mm x 51 mm) obe3onaceHa cbC 3aLUTHO YCTPOHCTBO HIJIa 3a IJIyTeaJIHO MPHJIOKEHHE.
CnepuaaH ce npejiara B ONakoBKH, ChAbpKally 1, 2 Hu 5 1030BH ONAKOBKH.

He BcHuku onmakoBkH Morar 1a ObJaaT myCHaTH Ha ras3sapa.

6.6 CrhneunaJHH Npeana3HH MEepPKH NPH H3IXBbLPJISHE

Baxxna undopmauus

CnepH/iaH W3HCKBA H3KJIOYHTETHO BHHMAHHE H CNa3BaHe Ha BCAKA CTbIIKA OT HHCTPYKLHHTE 32
ynoTpeda, 3a J1a ce rapaHTHpa yCreuHoTO MpHJIOKEHHE.

MU3no/i3BaHe HA NpeIOCTABEHHTE KOMIIOHEHTH

KoMmnoHeHTHTE B Ta3u ONMAKOBbYHA /1034 ca cnelHaliHo pa3padoTeHH 3a ynorpeda cue Cniepuaas.
Cnepuan TpsaOBa na Obe peKOHCTUTYHPAH CaMO B pa3TBOPHTEIS, I0CTaBEH B ONAKOBKaTa Ha J03ara.

He 3amectBaiite HUKOHW OT KOMNOHEHTUTE Ha J030BaTa ONaKOBKa.

He chxpansiBaiiTe CycneH3HSATA CJle]l PEKOHCTHTYHpaHe.

[IpunaraiiTe n103aTa Bb3MOXKHO Hail-Obp30 ciie/] pa3TBapsHe, 3a J1a He Ce yTau.
[IpaBuJHO 103HpaHe

LlanoTo chabpkanue Ha uiakoHa TpsOBa na Objie NpUI0KEHO, 3a Jla Ce rapaHTHPa BbBEXK/AaHETO Ha
npeasuaeHara ao3a CnepuaaH.

[:nenne 2a

CJIHOKPAITHA VIIO [I“-r"ﬂ"”

He n3noja3BaiTe NOBTOPHO

MeauUMHCKHTE H3J1e i H3UCKBAT cneudruyHl XapakTepHCTHKH Ha MaTepuasa, 3a Jia ce W3rnoJji3sar 1o
npe/Ha3HadeHne. Te3n XapakTepHCTHKH ca NPOBEPEHH CaMo 3a e/IHOKpaTHa ynoTtpeda. Becekn onuT 3a
cJle/1Ballla NoArOTOBKA 3a MOBTOPHO M3MO0JI3BaHE HA YCTPONHCTBOTO MOXKE /1a NMOBJIHsAe HEOIAaronpHATHO Ha
HHTErpUTETa Ha YCTPONCTBOTO WM J1a 10BEJIE /10 BJIOLIABAHE HA HEroBaTa e(h)UKACHOCT.
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CobabpkaHHe HA 1030BaTa ONAKOBKA

(A.;;r-nep 3a (pnakoHa
TOYK3 Ha nyep
bp3BaHe

lNpenBapuTenHo HanLilHeHa CNPHHLUOBKA

byrano BAN BUHT

flyep
Kanauka

330CTpeH

Kpau
Pa3peouten

BAna Kanauka

Terumo SurGuard®3 Mpospaven

MITIM 33 HHXEKLMA ::Z::::p
B rNyTeanex

B oentongeH MYCKYN - 2 HY3

MYCKyN-1 WHY .

MpegnaswTen Ha
Mukpocgpepu wrnata
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Crenka 1
H3iBanere no3oBarta
ONMAKOBKA OT
XJAAHJIHHKA

\, J

H3uakaiiTe 30 MHHYTH

HU3sanere | no3osa
ONakoOBKa OT XJIa/INJIHHKA
H OCTaBeTe J1a NpecToH Ha
cTaiiHa TeMneparypa HaM-
mMajiko 30 MHHYTH npeau
Jla pa3TBOPHTE.

He 3aronnsiiTe no apyr
HAuYMH.

OT1cTpaHeTe Kanaykara
oT p1aKkoHa

OTcTpaHeTe LBETHATa
Kanavka oT nakoHa.

[Touucrere
NMOBBPXHOCTTA HA CHBATa
3anyLajika ¢bC CIUPTEH
TaMIOH

OcTaBeTe n1a U3ChbXHE Ha
Bb3yX.

He cBangiire cuBara
rymMeHa 3anyluajika.

Iloarorsere aaanrepa
Ha r1aKkoHa

Otnenere ropba Ha
onucrepHaTta TopOHYKa U
H3BaJeTe ajanrtepa Ha
¢nakoHa KaTo ro xBaHere
Ha MACTOTO MEKIY
Osnara nyep Kanauka v
oOBHMBKaTa.

He nokocsaite B
HUKaKBB ClTy4au
3a0CTPEHUA KpaH HITH
TOYKaTa Ha Jyep
cBbp3BaHe. ToBa e
n0BeAe 10 3aMbpCABaHE.

Cebpxere ajanTepa Ha
¢brakona kbM ¢1aKoHa

[locraBere (pnakoHa
BbPXY TBbp/a
MOBBPXHOCT U IO APBKTE
3a OCHOBATa.
LlenTpupaiite ananrepa
3a (p1akOH Haja cuBaTa
ryMeHa 3anyluasnka.
HarucHere ananrepa Ha
¢nakona npaBo Hanosty
BbPXY rOpHaTa 4acT Ha
(pJ1akOHA, 1O0KATO LIPAKHE
TOYHO HA MACTOTO CH.

He nocraesiite ananrepa
Ha (plaKoOHa Moa bI'bJl ThH
KaTo pa3peanuTesIaT MOKe
na H3Teye npu
NMpexXBbpPJISHE BbB
¢dnakoHa.

AT/H/0959/001-003/R/001
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CebpAeTe NpeABAPHTEIHO HANBJIHEHATA CNIPHHUOBKA KbM aJanTepa Ha (JIaKOHA

r"

S

MoyncTeTe MACTOTO HA
CBbp3BaHe

JlpbxTe pnakoHa
BEPTHUKAJIHO, 34 J1a

NMpEAOTBPATHTE H3THYAHC.

IpbxTe dhnakoHa 3a
OCHOBATa M MOYHCTETE
ChC CIIUPTEH TaMIOH
TOYKaTa Ha jiyep
CBbp3BaHe (CHHHAT KpbrI)
Ha ananTtepa Ha (pylakoHa
H OCTaBEeTE /1a H3ChXHE
MpeM 1a CBbpiKeTe
CMPHHIIOBKATA.

He pa3knaiuaire.

He nokocpaiite OTKpUTHSA
OTBOp Ha Jlyep KOHEKTopa
Ha ajanTtepa Ha ¢1aKkoHa.
Toea e noseae 10
3aMbpPCsBaHE.

4 .

J/

ST

Hi3nona3BalTe npaBHI/IHO
3axBallaHe

XBaHeTe Oe/iug BHHT Ha
BbpXa Ha CIIPHHLIOBKATA.

He apbxre
CNpHHLOBKAaTa 3a
CTBKJIEHHS KOpMYycC Mo
BpeME Ha Criio0siBaHETO.

%

r
EduenpasunHo

—

CaaJjieTe KANavyKarTa

Karo abpxkure Oenus
BHHT, cBajieTe Osnara
Kanayika.

He BbpreTe U He
oTpsA3BaiTe Oanara
Kanauka.

He nokocsalTe Bbpxa Ha
cnpuHUoOBKaTta. Tosa e
oBeJe 10 3aMbpCSABaHE.

OTtuyyneHara Kanavka
MOJKE [1a C€ H3XBBPJIH.

—

|

Cebpxere CIPHHIOBKATA
KbM ajanrtepa Ha paaKoHa

Hpwxre anantepa Ha pakoHa
3a 0OOBUBKATA, 3a 1a OCTaHe
HENOJABHKEH.

JlokaTo abpxuTE OCJIHA BUHT
Ha CIIpMHIIOBKaTa, BKapanuTe u
HaTUCHETE BbpXa Ha
CIIPHHLIOBKATa B CHHHA KpbI
Ha aganTepa Ha (pJlakoHa M
3aBbPTETE B MNOCOKA HA
4YaCOBHHUKOBATa CTpeJIKa, 3a J1a
OCHI'YPHUTE CBBP3BAHETO HA
CMIPHHLIOBKATa KbM ajJlanrtepa
Ha ¢1akoHa (u30areanTe
peKaJeHO 3aTsaraHe).

He apbxTe CnpMHUOBKATA 3a
CTBKJIEHHS KOpnyc.

Tosa Moke na nosene 10
pa3xnabBaHe HJIM OTKA4YBaHe
Ha Oenusd BHHT.
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Crenka 2

HHxkekTHpaHTe paspeaure)

HuxekTupaite usanoTo
KOJIHYECTBO pa3peuTes OT
CNpHHLIOBKATa BbB (pJ1akoHa.

ra__""'_ﬁ

CraspxaHuero Ha QriakoHa
cera uie Objie noj HaAAraHe.
IIpoabirxasaiite 1a
HATHCKATE HAZ0JY APbAKKATA
Ha OyTaJ10TO € Majena

Cycnenaupaiire
MHKpocdepHTe B
paspeanTe.is

Karo npoabikaBare j1a
AbP/KUTE HAAOITY
ApbKKaTta Ha OyTasnoTo,
pa3kKJjiaTeTe eHEPrUH4HO
3a noHe 10 cexyHam,
KaKTO € NMoKa3aHo.

[IpoBepere cycneH3usTa
[Ipu npaBuJIHO
pa30ObpKBaHE CYCNEH3HATA
H3rJjieKaa paBHOMEpHa,
rbCTa H MJIEYHA HA LIBAT.
B TeyHocTTa LIe ce
BHIKJIAT MUKpochepH.

BeaHara npeMHHETE KbM
cjie/iBalllaTa CThiKa, 3a aa
HE C€ yTaH CYCMNeH3HATa.

[IpexBbpiere
CYCTNEeH3HNATA B
CNPHHUOBKATA

OObpHeTe nakoHa
H3LSJIO HAZI0TY.

baBHO H3aBpnNaiiTe
apbAKKaTa Ha OyTajoTo ,
HaJ0J1y, 3a 1a U3TErIuTe
USI0OTO ChABPAKAHHE OT
¢akoHa B
CrpHHIIOBKaTAa.

.

OrcrpaHere aganTepa
Ha p1aKoHA

XBaHeTe Oenus BUHT HA
CIIPHHLIOBKATa H
pa3BHHTE OT ajzanTtepa Ha
¢nakoHa.

HU3xBbpnere Kakro
¢nakoHa, Taka H
anpanTepa 3a (JakoH no
MOJAXOASL HAYMH.
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k.

U3bepere moaxoasiia HrJjia [Ipukpenere Hraata Pecycnenaupaiite Mukpocdepurte
M3bepere urnara cnopea MacToTo Ha | Pasnenere HanosoBuHa k002 Ha M3usano orcrpanere axoda Ha
HHXKEKTHpaHe Onucrepa v W3nos3BaiTe Onucrepa.
(3a riyTeyca WwiM 3a JAeJITOUIAHHUS pa3jieneHara 4acT 3a J1a XBaHeTe
MYCKYJ1) OCHOBaTa Ha UIJaTa, KakTo € To4HO npean HHKEKTHPAHE,
MOKa3aHo. pa3knareTe CpHHLIOBKATa OTHOBO
€HEPruyHO, ThH KaTo LlE €
KaTo abpxuTe Gesinsi BHHT HA HACTBIHJIO H3BECTHO yTasBaHe.

CMPHHLIOBKATA, NTPHKpENneTe
CIPUHLIOBKATa KBbM JIyep
KOHEKTOpa Ha Urjlata ¢ pAa3Ko
BLPTEJHBO JABHKEHHE 110 MOCOKA

Ha YACOBHHKOBATAa CTpPEJIKA
JOKATO MPHIJICTTHE TUTBbTHO.

He nokocBalTe OTBOpa Ha Jiyep
KOHEKTOpa Ha uriara. Tosa e
NI0BEJIE 710 3aMbpPCABAHE.
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Crenka 4

H3Banere
Npo3pavyHHS
npeAnasuTe Ha
HIJIaTa

[IpemecTteTe
[peAna3sHoTo
YCTPOMCTBO Ha
Urjara Ha3aa KbM
CIpHHLOBKATA,
KaKTO € MoKa3aHo.
Cren ToBa XBaHeTe
Oenus BUHT Ha
CIPHHLIOBKATA H
BHUMATEJTHO
U3abprianTe
[Mpo3pauHus
npeanasuTen Ha

Orcrpanere
Bb3AYUWIHHTE
Mexypuera

JpbKTe
CIpHHLIOBKATA
H3MpaBeHa M JIEKO
HaTHUCHETE, 3a Ja
C€ W3AMrHaT
Bb3AYLIHHUTE
Mexypuera a0
BbpXa.

baBHO H
BHHMATEJIHO
HATHCHETE
OyTanoTo Harope,
3a Jla OTCTPAHUTE

HuxexkTHpaHe

He3abasHo
HHKEKTHpaHnTe
LAJIOTO
CbAbpKaAHHE Ha
CIPHHLIOBKA
HHTPaMYCKYJIHO
(1.m.) B riyTeaaHus
HJIK J€JITOMIHHA
MYCKYJI Ha
nauHeHTa.

[ nyreannara
HHKeKUUA TpaOBa
1a C€ HanpaBH B
rOPHHUS BbHLIEH
KBa/IpaHT Ha

Obe3onacere HrjIaTa B
Nnpeana3HoTo
YCTPOHCTBO

Karo u3non3eare eaHa
pbKa, rnocraBeTe
Npeana3HoTo
YCTPOHCTBO 3a Hrjiata
noa v 45 rpaayca
BbpPXY TBbp/a paBHa
noBbpXHOCT. HaTHCHETE
¢ OBp30 U pA3KO
JIBHKEHHE, 10KATO
urnara ce oOxBaHe
H3LAJIO OT MPeaAna3sHoTo
YCTPOMCTBO.

3a na ce npeanasurTe OT

[IpaBuaHo
H3XBBLPJISHE HA
HIJIHTe

[1poBepeTe nanu
npeana3sHoTo
YCTPOHCTBOTO 3a
3allMTa OT Mrjara
€ HaIbJIHO
3aKpereHo.

H3xsbpiere B
0100peH
KOHTEHHEp 3a
OCTPH MPEAMETH.

H3xebpaere cbilo
H HEH3IoJI3BaHaTa

urjaTa Hanpen . Bb3/1yXa. riayTreanHara yboxkaaHe ¢ Hryara: Hria,
oOnacr. npeaocTaBeHa B
He BbpTeTe He u3non3saiite ase Ji030Bara
[po3pauHus He npuaaramre pbLE. OlaKOBKa.
npeAnasuTes Ha HHTPaBEeHO3HO.
urjara, Tbi Karo He pa3srnobssaiite uau
CBbP3BAHETO C JIyep He M3BaXKaaiiTe
KOHEKTOpa MOXKe 1a YMHLULIEHO
ce pa3xsadu. npeana3uTeis Ha uriara.
He ce onuTBaHTe na
M3NpaBUTE WIjaTa WM
na 3ajaeHlcrTsare
NPeANna3HoTo
YCTPOHCTBO, aKO Hrjara
€ H3KpHUBEHAa WJIH
MOBpe/IeHA.
5 MNPUTEXATEJ HA PASBPEHLIEHHETO 3A YIIOTPEBA
Teva B.V.
Swensweg 5
2031 GA Haarlem
Hunepnanaus -
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8. HOMEP HA PABPELLEHHUETO 3A YIIOTPEBA

Cnepunan 37,5 mg per. Ne 20210003

Cnepuaan 50 mg per. Ne 20210004

9. JIATA HA NIBPBO PASPEILNABAHE/ITTIOAHOBABAHE HA PASPEILEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBo paspewaBade: 06.01.2021
JlaTa Ha nocyieIHO MO JHOBSBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
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