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KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS TPOJYKT

Nimvastid 1,5 mg TBBpau Karcynmm

Nimvastid 3 mg TBBpAM Karcynu

Nimvastid 4,5 mg TBBpIU Karcyinu

Nimvastid 6 mg TBBpAH Karcynu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Nimvastid 1,5 mg TBbpAN Karcyau

Bcesika TBBp/Ia Kancyia ChabpKa PUBACTUTMUHOB XHAPOr€HTAPTAPAT, ChOTBETCTBAN Ha 1,5 mg
PUBAaCTUTMUH (rivastigmine).

Nimvastid 3 mg TBBpIU Kancyiu

Bcesika TBBp/Ia Kamcyia ChabpxKa PUBACTUTMUHOB XUAPOr€HTAPTAPAT, ChOTBETCTBAI HA 3 Mg
PUBAaCTUTMUH (7ivastigmine).

Nimvastid 4,5 mg TBbpAM Kancyau

Bcesika TBBpIa Kancynna caAbpkKa pUBaCTUTMUHOB XHIPOT€HTAPTApaT, ChOTBETCTBAII Ha 4,5 mg
PUBACTUTMHUH (7ivastigmine).

Nimvastid 6 mg TBBpAM Karcynu

Bcesika TBBpa Karcyna chabpka pUBaCTUTMHUHOB XHJIpOTe€HTapTapaT, ChOTBETCTRAIIl Ha 6 Mg

PUBAaCTUTMHUH (7ivastigmine).

3a IBJIHUS CIUCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Trbpaa Karncyna

Nimvastid 1,5 mg TBbpAN Kancyiau
Bsinm o mouTH OsuT TIpax B Karcyla ¢ XbITa Karmavyka u )KBITO TSIIO.

Nimvastid 3 mg TBBpIU KaIcynu
Bsit 1o mouTH Osi1 pax B KarcyJsa ¢ OpaHXeBa Kalayka 1 OPaHXeBoO TSJIO.

Nimvastid 4,5 mg TBbpAM Kancyau
Bsin to moutH Gsi1 pax B Karcylia ¢ KaQ)eHHKaBO-uyepBeHa Karadka M KaQ)eHUKaBO-4EpBEHO THIIO.

Nimvastid 6 mg TBEpIU Karcyiu

Bsit 10 moutH 651 Tipax B Karcysa ¢ KaheHHKaBO-uepBeHa Karadka M OPAHKeBO TSUIO.

4, KJIMHUYHU JAHHU

4.1 TepaneBTUYHU NMOKA3ZAHUS

CUMITTOMATHYHO JICUCHUE HA JIeKa JI0 YMEPEHO TexKKa AxaiMepoBa JeMEHITHS.
CHUMITOMAaTHYHO JICUCHHUE HA JIEKa [0 YMEPEHO TEXKa JSMEHIIUS MPY MAIUEHTH ¢ UINOMATUIHA
6onect Ha [TapKUHCOH.

4.2 Jlo3upoBKa M HAYMH HA MPHUJI0KEHHE

Jleuenuero TpsOBa Aa ce 3aMOYHE U [Ia C€ CJICAH OT JeKap C OIKT B AMArHOCTHKATA U JICUCHUETO Ha
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AmxaiiMepoBa JeMEHITUS WU IEMEHIINS, CBbp3aHa ¢ 6oiectTa Ha [lapkuHCOH.

Jlnarno3ara TpsiOBa a ce IMOCTaBH ChIIIACHO ChBPEMEHHHTE IPENOPbKH. JICUCHHETO ¢ pUBACTUTMHH
Tpsi0Ba Ja ce 3armovHe eIMHCTBEHO, aKO MMa YOBEK, KOWTO PEIOBHO IIE CIECIU IIprueMa Ha
JICKApCTBEHHSI MMPOAYKT OT HAIUCHTA.

ﬂ O3HUPOBKa

PuBacTurmun TpsiOBa ia ce mpwiiara Ba TbTH Ha JICH ChC 3aKycKaTa U BeuepsaTa. Kancynure TpsoBa
Jia ce MOTIIBIIAT LIEIH.

Hauanna go3a
1,5 mg nBa IbTU HA JIEH.

Turpupane Ha go3arTa

Hauvannara no3a e 1,5 mg aBa mbTH Ha JieH. AKO Ta3| J103a € ¢ JoOpa MOHOCUMOCT CJIel MUHUMYM JIBE
CEJIMUIIM JIeUeHHE, J03aTa MOXKE J]a Ce MOBUIIM JI0 3 Mg JBa MbTH Ha JieH. [locnenBauTe MOBUIICHHS
1o 4,5 mg u cien ToBa 10 6 mg JBa ITbTH Ha JIeH TpsA0Ba ChHINO J1a C€ OCHOBABAaT Ha JIo0paTa
MOHOCHMOCT Ha HACTOSAIIATA 1033 U MOTaT J1a C€ OOMUCIIAT CJIel MUHUMYM JIBE CEAMMITH JICUCHHUE C
TOBa HABO Ha J03aTa.

AKO TI0 BpeMe Ha JICUSHHETO ce HaOIoaBaT HeXKeJIaHU Peakuuu (HaIp. rafeHe, MOBPhIIaHe,
KOpeMHH OOJIKM WK 3ary0a Ha aleTHT), OTcIa0bBaHe Ha TETJIO MU BIIOIIABAHE HA
EKCTPAIUPaMUIHATE CUMIITOMH (HAIp. TPEMOP) IIPY MAMEHTHTE C IEMEHIIUS, CBhp3aHa ¢ OomecTTa
Ha [TapkuHCOH, Te MOTrarT Jia ce MPeoIoJesT Ype3 MPOIyCcKaHe Ha €/JHa UK TIoBeYe 103U. AKO
HEe)KeJIaHaTa peakius MepCUCTUpa, THEBHATA 1032 TPSOBA BPEMEHHO J1a ¢€ TIOHWKH 0 IPEAX0IHaTa
J103a ¢ IoOpa MOHOCHMOCT HJIM Jia Ce CIIPE JICUCHUETO.

Ilorepsxana jro3a

EdexruBnara mo3a e 3 1o 6 mg aBa rbTH Ha JIeH. 3a Ja ce TIOCTUTHE MaKCHMAITHA TePAIleBTUIHA
oJI3a, MAIMEHTHUTE TPSIOBA Ja ce MOAIbpPKAT HA Hali-BUCOKAaTa, JOOpe IOHOCKUMA, 71034,
IIpenoppuBaHaTa MakcUMallHa JHEBHA J03a € 6 mg Ba IbTU HA JCH.

IoambpxaInoTo JeueHne MoXKe a ce MPOABJIKH JOKATO ce HabJro1aBa TepareBTHYHA M0J13a 32
HanyeHTa. 3aToBa KJIMHUYHATA 110132 OT PUBACTUTMUH TPS0Ba /1a ce MIPEOLCHIBa PEAOBHO, 0COOCHO 3a
HALUEHTUTE, JIEKYBAaHU ¢ J03U I0J 3 mg 1Ba IbTH HA JIeH. AKO ciiesl 3 Mecela JeueHue ¢
MOJIbPIKallla 1032 CTEIIEHTA Ha BJIOLIABAHETO HA CUMIITOMUTE HA IEMEHIMATA HA AIIMEHTH HE Ce
MIOBJIMABA B OJIaTONPHSITHA MTOCOKA, JIeYeHUEeTo TpsidBa a ce cripe. CiupaHeTo Ha JISUCHHETO TpsioBa
Jla ce OOMHCIIH ¥ KOraTo HAMa IoBeue JOKa3aTeICTBa 3a TepaneBTUUCH e(eKT.

WHauBUAYyanHUAT OTTOBOP KbM PHBACTUIMUH HE MOKE Ja ce PeABUAU. BbIpeku ToBa mo-roysm
TepaneBTHIEH e(eKT ce Habro1aBa Mpy MarueHTrTe ¢ 6osect Ha I[lapkuHCOH ¢ yMepeHo TeKka
nemennus. [lonoOHo Ha ToBa Mo-TosIM epekT ce HabJIIoAaBa IpH MAalUEHTHTE C OoJiecT Ha
ITapkuHCOH ChC 3pUTETHA XaTIOIUHAINHY (BX. To4uKa 5.1).

JleueOHMAT epeKT He e N3CIIeABaH MPH IUTAe00-KOHTPOINPAHH MPOYIBAHKS C TPOABIDKUTEITHOCT
noseye oT 6 Mecela.

IToBTOpHO 3aII0YBaHE HA TEPAIIHS
AKO JIEYeHHETO € MMPEKHCHATO 32 TIOBEYE OT TPH JIHH, TO TPsIOBa Ja ce 3alovYHe OTHOBO ¢ 1,5 mg mBa
II'bTH Ha JieH. TUTpUpaHeTo Ha J03aTa cje/l TOBa TPsOBa Ja ce U3BBPIIBA KAKTO € OMUCAHO MO-Tope.

br0OpeuHo u 4epHOIPOOHO YBpekKIaHe

He e HeoOxonmMo KOpHTHpaHe Ha 103aTa MPH NaUeHTH C JIEKO 0 YMEepeHO ObOpedHo MITu
4epHOApOoOHO yBpexnaHe. HezaBucumMo ot ToBa, HOpaay MOBUILIEHATA EKCIIO3UIHS TIPU TE3U
TIOMYJIalliK TPOBA CTPUKTHO Ja CE CIIEABAT MPETOPBKNTE 32 THTPUPAHE B 3aBUCHMOCT OT
WHIMBHUyaTHATa TOHOCUMOCT, Thil KATO MAIUCHTHTE C KIMHUYHO-3HAYMMO ObOPEYHO HITH
YepHOIPOOHO YBpEXKTaHe MOTaT Jia IOydaT IToBede JO303aBHCUMH HexkelaH! peakiuy. He ca
MPOYYBAHM MAIMEHTH C TEXKKO YSPHOAPOOHO YBpEXkKAaHe, HE3aBUCHMO OT ToBa, Nimvastid karncynu
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MOX€E Jla Ce ITPUJIara B Ta3u MalMEHTCKA MOMMYyJIalus, IPU CTPUKTHO MPOCIEAsBaHe (BXK. TOUKU 4.4 U
5.2).

IleguaTpyuyHa OMyIaIKs

Hsama choTBeTHO npumnokenue Ha Nimvastid B meguaTpuyHaTa MOMyJIaIus Mpy JICYSHUETo Ha OoecTt
Ha Aunixaimep.

4.3 IIporuBonoka3zaHus

Ynorpebara Ha TOBa JICKapCTBO € MPOTUBOIIOKA3aHA ITPH MAIUSHTH C U3BECTHA CBPHXIYBCTBUTCITHOCT
KbM aKTHBHOTO BEIECTBO PUBACTUTMHUH, WJIM KbM APYTH KapOaMaTHH MPOM3BOIHH WM KbM HIKOE OT
MTOMOIITHUTE BEeCTBa, M30POCHU B TOUKa 6.1.

[IpenmiecTBaia anHaMHe3a 3a PEAKIMK HA MSICTOTO Ha TPUIOKEHUE, HACOYBAIIY KbM AJIEPTUICH
KOHTaKTCH JCPMAaTUT KbM PUBACTUTMHH IUIACTHD (BX. Touka 4.4).

4.4 CrhenmajaHu Npeaynpe;KIeHHs U MpeIna3Hi MePKU NPHU ynoTpeda

UYecroTaTa 1 TEXKECTTa HA HEXXEJIAHUTE PEaKIUU OOMKHOBEHO HApaCTBa IPH MO-BUCOKUTE T03H. AKO
JIEYEHNETO ce TIPEKbCHE 3a IT0BeUe OT TPH JTHH, TO TpIOBa Jja ce 3aroyHe OTHOBO ¢ 1,5 mg 1Ba mbTH Ha
IIeH, 3a J]a C€ HaMaJId BEPOSTHOCTTA 32 HEeXEJaH! PeaKuuu (HaIp. IOBPBIIaHe).

[Ipu npunarane Ha pUBaCTUIMUH IIJIACTUP MOJKE 1a Bb3HUKHAT KOKHU PEaKIMKU Ha MACTOTO Ha
MIPUIIOKEHHE ¥ OOMKHOBEHO ca JIEKH WIIM YMEPEHH I10 TeXecT. Te3n peakiny He ca caMu 1o ce0e cu
MpHU3HAK Ha aneprusupane. Bee mak, ynorpebara Ha pUBaCTUTMUH ILIACTHAP MOKE J1a IOBEAE 10
ajiepruueH KOHTaKTEeH JIepMaTHT.

AJIepriieH KOHTAKTEH JICPMATUT TPsiOBa Jia ce MOI03UPa, aKO PEaKIuITa Ha MSICTOTO Ha TPUIIOKCHUE
€ pasnpoCcTpaHeHa N3BBH IPAHUITUTE HA IJIACTUPA, aKO UMa TAaHHM 32 TIO-MHTEH3UBHA JIOKAITHA
peakiust (Harp. YBEJINYaBall] ce SPUTEM, €IeM, MMAITyJTU, BE3UKYJIH) M aKO CHMIITOMHUTE HE CE
MOBITMSIBAT 3HAYUTEITHO B paMKUTE Ha 48 daca cieq mpeMaxBaHe Ha TacTupa. B te3u cimydan
JICUEHUETO TPsIOBA Aa ce crpe (BxK. Touka 4.3).

[arpieHTHTE, TIPU KOUTO CE Pa3BUAT PEAKIIUH Ha MICTOTO HA MPHUJIOKCHHUES, HACOYBAIIH KbM
aJIepPTUYCH KOHTAKTEH IEPMATUT KbM PUBACTUTMUH IUIACTHP M KOUTO BCE OIIIE CE HYXKAAAT OT JICUCHUE
C PUBACTUTMHUH, CJIe]] OTPHILIATENICH TECT 3a AJIEPTHs U M0J] CTPOT MEJMIIMHCKHA KOHTPOJI, TPsIOBa 1a
MPEMUHAT KbM IIEPOPAITHO JICUCHUE C PUBACTUTMIH. BB3MOXKHO € HAKOW MANEHTH, TyBCTBUTEITHA
KBbM PHBACTHI'MHH IIPH €KCIIO3UIIMS HA PUBACTUTMUH TUIACTU, 14 HE MOTAT Jja PUeMaT PUBACTUTMHH
OJT KaKBaTo U Ja € popma.

Nma penxu mocTMapKeTHHIOBH CHOOIIEHHS 32 MAIMEeHTH, IPH KOUTO ca HaOIroaBaH anepruieH
JepMaTuT (IMCEMHUHHUPAH), cIe NPUIOKEHUE Ha PUBACTUTMKH, HE3aBUCUMO OT Ha4MHA Ha
MpUIIOKeHne (MepopalieH, TpaHcAepMaleH). B Te3n ciaydan nederneTo TpsiOBa fa ce mpekpartu (BxK.
Touka 4.3).

[TanmeHTUTE M OOTPIDKBAIIUTE TH TPAOBa Ja ObAAT HHCTPYKTUPAHH.

Turpupane Ha no3ara: HaOronaBanu ca HexeNaHW peakiuy (Harp. XUIePTOHUS U XaTIOLMHALUY [TPU
MAIMECHTH ¢ ANxaiiMepoBa JIeMEHIIHS U BIONIABAHE HA CKCTPATPAMHUIHUTE CUMIITOME, 0COOCHO Ha
Tpemopa, Py NalKEHTH C AEMEHIIUs, CBbp3aHa ¢ Oonectra Ha [TapkHHCOH) CKOPO clie]l OBHIIaBaHe
Ha o3aTa. Te Morar Jja OTTOBOPSIT Ha MOHIKABAHETO HA J03aTa. B Apyru coyyan puBacTUTMUH € O
npeKbcHaT (BXK. Touka 4.8).

CToMalrHo-4YpeBHH HapyIICHHs KaTo rajicHe, MOBPbhIAHE U AUAPHs, Ca T0303aBUCUMH, U MOXKE Ja
HACTHITAT Hal-Beue MPH 3arl0YBaHe Ha JICUSHUETO W/WIIH TIOBHIIABaHEe Ha J03aTta (BK. Touka 4.8). Te3n
HEe)KEJIaHW PeaklUy Bb3HUKBAT Hal-uecTo MpH keHH. [Ipu manueHTH, KOUTO IMOKa3BaT MPU3HALM 1
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CHUMIITOMM Ha JAeXuapartanus, B p€3yJiTaT Ha NPOABIIKUTEIIHO ITOBPBITAHE UK JUapusd, MOXKE J1a CE
npeanvueMaT MHTPaBCHO3HH! BJIMBAHUA, HAMaJIIBAHE HA 103aTa WJIM CIIMpPaHe Ha TCpaluiaTa, ako 6’L,Z[3T
OTKPUTHU U JICKYBAHU HaBpPEME. I[exn;[paTaum{Ta MOXK€E J1a JOBCJC N0 CEPHUO3HU MMOCICACTBUA.

[Tpu marmenTHTE ¢ OOMECT HA ANIXaltMep MOXe Jla ce OHIKA TerioTo. MHXxubuTopruTte Ha
XOJIMHECTepa3aTa, BKIIOYUTEIIHO PUBACTUTMHKH, Ca CBbP3aHH ¢ OTciIa0BaHe Ha TETJIO MPH TE3U
narienTy. [1o Bpeme Ha TepanmsaTa TpsOBa Ja ce CIIEAN TETIO0TO Ha MAI[UCHTA.

B ciryuaii Ha Te)KKO MOBpBIIaHe, CBEP3aHO C JISYUSHHETO C PUBACTUTMUH, € HE0OXOIMMO Ja ce
W3BBPILIHU MOAXOISIIO0 KOPUTUPAHE HA J03aTa CIIOpEe MPEMopbKUTe B Touka 4.2. Hsikou cirydau Ha
TEXXKO IMOBPBIIaHE ca CBEP3aHU C PYNTypa Ha XpaHornpoBoaa (Bxk. Touka 4.8). [TogobHn crouTus
HACTBIIBAT OCOOCHO CIie/ MOBUIIABaHE HA J03aTa MK IIPU BIHCOKHU 103U PUBACTUTMHUH.

VYawmxen QT uHTEpBall, OTYETEH HA €ICKTPOKAPIUOTrPaMa, MOXKE 13 Bb3HUKHE IPH MalUeHTH,
JICKYBaHU C OTPEACTICHH JICKAPCTBCHU TIPOTYKTH HHXUOUTOPU Ha XOIHHECTEepa3aTa, BKIFOYUTEITHO
pUBacTUIrMHH. PUBAaCTUTMUH MOXeE Ja IPUUUHK OpauKapans, KOeTO € PUCKOB (aKTOp 3a Bh3HUKBAHE
Ha torsade de pointes, TpeANMHO TP NAMEHTH C IPYTH pUCKOBH (pakTopu. [IpemopruBa ce
MOBHUIIICHO BHUMaHUE MPH NAIMEHTH C Beue ChIECTBYBAIIO yabkaBaHe Ha QT uHTepBana umu ¢
¢dammTHa aHaMHe3a 3a yasbkeH QT WHTepBa, WK IPH NAIIMEHTH ¢ TI0-BHCOK PHCK 33 Pa3BUTHE Ha
torsade de pointes, HanpuMep TaKUBa C ICKOMIICHCUPaHa Chp/IeuHa HeIOCTAThYHOCT, CKOPOILICH
MHUOKapACH UHPAPKT, OpaTuapuTMHS U CKIIOHHOCT KbM XUTTOKATUEMHS WIIH XHITOMAarHE3UEMUS, FITH
MPUEMAIIIH TI0 CHIOTO BPeMe JICKApCTBEHH MPOIYKTH, 32 KOUTO CE 3HAE, Ye MPEIHU3BUKBAT
yabinkaBane Ha QT uHTepBana u/wnm forsade de pointes. Moxe ChILO 1a ce HAJ0XKN KINHIYHO
npocnensBane (EKT) (Bxk. Touku 4.5 u 4.8).

Tps0Ba na ce BHMMAaBa ¢ yrnoTpedaTa Ha pUBACTUIMUH MPH NALMEHTH ChC CHHIPOMA HA OOIHHMS
CHHYCOB BBb3€JI WM HapyIlIeH!s] Ha POBOIMMOCTTA (CHHOATpHaJIeH OJIOK, aTpHOBEHTPHUKYJIapeH OJI0K)
(BX. TOUKa 4.8).

PuBacturmmuna Moxe Jla IpUYMHU IOBUIICHUE Ha CCKPEIUATA Ha COJIHA KUCEJIMHA B CTOMaxa. Tp}I6Ba
Jla C€ BHUMaBa NIpH JICUCHNWEC HA MAIUCHTU C aKTUBHU CTOMAIIIHA UJIU JYOACHAJIHU A3BU WJIN MMAUCHTU
C TIPEAUCIIO3UINS 32 Te3H 3a00IIIBAHIIS.

Nuxubutopute Ha XoNMHECTepa3ara Tps0Ba J1a ce MPEeANUCBaT BHUMATETHO IIPH MAlUeHTH C
aHaMHe3a 32 aCTMa WIH OOCTPYKTHBHO OenoapoOHo 3a0osBaHe.

XOIMHOMUMETHIIUTE MOTAT JIa MHAYIIUPAT WU J1a TOBEIaT 0 ek3amepOarus Ha oOCTPYKIHs Ha
MUKOYHUTE IBTUINA U IPUIAIbIH. [IpenopbuBa ce MOBUIICHO BHUMAHUE NPH JICUCHHUE HA MAIUSHTH C
MPEIUCIIO3UITUS 3a TAKUBA 3200 ISIBAaHHS

He e u3cnensana ynorpebara Ha pUBaCTUIMUH IPU MALMEHTH C TEXKKA IeMEHINS Ipu O6osecTTa Ha
Anmxaiimep WM cBbp3aHa ¢ 6osectra Ha [lapkuHCOH, IPYTH BUIOBE AEMEHINS WM APYTH THIIOBE
pascTpoiicTBa Ha MaMeTTa (Bb3PacTOB KOTHUTHUBEH YIAAbK) U [0 Ta3U NPUYHMHA HE CE MPENophUBa
yrmoTpe0aTa IpH TE3 Py OT MalUeHTH.

Ilono6HO Ha ocTaHaNWTE XOIMHOMHUMETHIIM PUBACTUTMHUH MOXeE Ja JOBeJIe 10 eK3arepOanys Wi 1a
WHIIyLIMpa eKcTpanupaMuIHd cumntomMu. HabnronaBanu ca BiiomaBaHe (BKIFOUMTEIHO
OpaIuKHHE3Us, TUCKUHE3Ns, HapyIIeHUs Ha 0X0/IKaTa) 1 MOBUIIIEHNE Ha YeCTOTaTa MM TeXeCTTa Ha
TpemMopa Npu NaIUeHTH ¢ JeMeHIMs, CBbp3aHa ¢ Oosiectta Ha [TapkuHcoH (BxkK. Touka 4.8). Te3un
peaknuy BOIAT 0 CTIMpaHe Ha PUBACTUTMHH B HAKOH CiTydad (Hamp. criupaHe nopaau Tpemop 1,7% 3a
puBacturmuH crpsamo 0% 3a miane6o). [IpenopruBa ce KIMHUYHO MPOCIEIIBAHE HA T€3U HEXKEIaHU
peakuum.

Crenyannu nonyiaanuu

[Ipu manueHTuTe ¢ KITMHUYHO-3HAYMMO OBOPEYHO WIIN YEPHOAPOOHO YBPEKIaHE MOXKE J1a CE MOSBST
MOBEUE HEXKEIAH! peakiyu (BX. TOUkH 4.2 u 5.2). TpssOBa CTpUKTHO J1a ce cra3BaT MPETIOPHKUTE 3a
TUTPUpaHE Ha J]03aTa B 3aBUCUMOCT OT HHAWBUAyaIHATa MOHOCUMOCT. He ca mpoy4yBaHu mamueHTH ¢
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TEXKO 4epHOApOoOHO yBpekaaHe. HesaBncumo ot ToBa, Nimvastid Moske fa ce mpuiara B Ta3u
MalMEeHTCKa MOy alys, IPU CTPUKTHO MPOCIIEAsBaHe.

IIpn marenTHTe ¢ TenecHo Terno nox 50 kg Moxke /1a ce oSBT MOBEYe HEXEJIaH! PEaKkyH 1 € To-
BEPOSITHO J1a IPEYCTAHOBAT JICUSHUETO NOPaN HEXKETAHU PEAKLIUH.

4.5 B3aumoaeiicTBHe C APYI'Y JIEKAPCTBEHU NMPOAYKTH U Apyru ¢opMH Ha B3auMojieiicTBHe

Kato xonuHecTepaseH HHXUOUTOP PUBACTUTMUH MOJXKeE Jla YCHIIN e(DEKTHTE Ha MYCKYJTHUTE
pelakcaHTH OT CYKIIMHIIXOJMHOB THII IO BpeMe Ha aHecTesus. [IpermopbuBa ce MOBHUINICHO BHUMAHUE
pu u300pa Ha cpencTBaTa 3a aHectes3usl. [Ipn He0OXOAMMOCT, MOXKE J1a C€ OOMHUCIIH Bb3MOYKHO
KOpUTMpaHe Ha 7103aTa WM BPEMEHHO CITpaHe Ha JISYEHHETO.

B®B BpB3Ka ¢ papmMakognHaMUIHUTE €(PEeKTH U BB3MOXKHH J00aBbUHH e(peKTH PUBACTUTMHUH He
Tps0Ba Jja ce JjaBa 3aeIHO C APYTH XOJIMHOMUMETHYHHM BellecTBa. PUBAaCTUTMUH MOXe /1a TIOBIIUsE
JISWCTBUETO HAa aHTUXOJMHEPTHYHNTE JIEKaPCTBEHU MPOAYKTH (HAIp. OKCHOYTHHHH, TOJITEPOINH).

IIpu ceBMecTHa yrioTpeda Ha pa3nrnyHu OeTa OJIoKepH (BKIIFOYHUTETHO aTeHOJION) U PUBACTUTMHH Ce
choOIIaBaT 106aBbYHU €PEKTH BOJCIIH 10 Opanukapaus (KOATO MOXKE J1a JOBEJIE 10 CUHKOIT).
OuakBa ce ChPJICYHO-CHAOBUTE OeTa OJIOKEpH J1a OBJAT CBBP3aHU C MO-TOJISIM PUCK, HO MMa MOJTYyYCHH
CBHOOIICHMS M OT MAIMEHTH, U3MOI3BaIH Apyry O6era Osokepu. [Topamu Ta3u npudyrHa € HE0OXOTUMO
MTOBHINICHO BHIMAHUE TPH MIPIJIaraHe Ha pUBACTUTMUH ¢ OeTa OJ0KepH U APYTH CPEICTBA, BOJCIIHN JI0
opanukapaus (aamp. kiaac I11 aHTHApUTMHYHU CpeICTBa, KAII[HEBH aHTATOHUCTH, TUTHTAIMCOBH
TJINKO3UIH, TIHJIOKAPITHH).

Toii kato OpaauKkapausaTa [IpeCTaBIIsABa PUCKOB (aKTOp 3a pa3BUTHE Ha forsades de pointes,
KOMOWMHHMPAHETO Ha PUBACTUI'MUH C JIEKaPCTBEHH NPOAYKTH, KOUTO MOTaT Ja PEI3BUKAT
yawinkaBae Ha QT uHTEpBana wiu torsades de pointes, KaTo HalpuMep aHTUIICUXOTHUIIH, HAIP HIKOU
(heHOTHA3UHA (XJIOPIPOMA3HH, ICBOMEIIPOMAa3nH), OeH3aMUAN (CYIMUPHI, CYyITONPHI, AMUCYIIPHUI,
THAIPH]I, BEPATUTIPUT), TUMO3HI, XaJIOMEPUIOI, APOTIEPUION, IU3APIIH/I, IUTAIONPaM, TU(PEeMaHII,
€PUTPOMHUIIMH 1.V., XaJI0(paHTPHH, MU30JIACTHH, METAI0H, TIEHTAMUANH 1 MOKCH(IIOKCAINH, TpI0Ba a
CTaBa MpH MOBUIICHO BHUMaHHE, KATO MOXeE JIa Ce HaJIOXH M KIMHN4YHO MoHuTOopupane (EKI).

He e HabmronaBaHo papMakOKHHETHYHO B3aMMOJICHCTBHE MKy PUBACTUTMHH M JUTOKCHH,
BapdaprH, quazenaM WM (GIyoKCeTHH IpH MPOYIBAaHUS ChC 37paBu oOpoBoH. [loBumennero Ha
MPOTPOMOWHOBOTO BpeMe, PeIN3BUKaHO OT Bap(apHH, He ce IMOBIUABA OT PHIIOKEHUETO Ha
puBacTurMuH. He ca HaOmogaBanu HexkenaHy epeKkTH BEPXY ChpJeyHAaTa IPOBOAUMOCT CIIET
CBBMECTHOTO NPUIIOKEHUE HA PUBACTUIMHH U JUTOKCHH.

ChbriacHo JAaHHUTC 3a MeTabonu3Ma Ha PUBACTUI'MHH, MEeTaOOTUTHHUTE B3aMMOICHCTBUSA C Apyru
JICKApCTBCHU NPOAYKTH U3TJICKIAT MAJIKO BEPOATHU, BHIIPECKHU Y€ TOH MOJXeE Ia I/IHXI/I6I/Ipa
MCIUHpPAaHUA OT GYTI/IpI/IJIXOHI/IHeCTepaSaTa MeTa0oIM3bM Ha ApyTry BEUICCTBA.

4.6 @eprTuauTeT, )PEMEHHOCT U KbPMEHE

Bbpemennoct
[Ipu OpemMeHHN )KUBOTHH PUBACTUTMUH W/WIM METaOOIUTHTE TIPEMIHABAT TIpe3 TuiarieHTara. He e

HU3BECTHO, JaJIKM TOBA CC CJIyUBa U IIpHU xopaTa.HﬂMa KIIMHUYHA JaHHU 3a ClIydau Ha €KCIIO3UIUA IIPpU
opemenHocT. [Ipy nepu-/mocTHaTATHA TPOYYBAHMA TIPH IUTHXOBE ce HaOII01aBa yBeIMIMHEHNE HA
reCTallMOHHOTO BpeMe. PuBacTurMuH He TpsibBa Jja ce U3Moa3Ba Mpu OPEMEHHOCT, OCBEH B CIIy4ail Ha
KaTeropuyHa He0OXOIMMOCT.

Kopmene
[Ipu KUBOTHM PUBACTUTMUH C€ EKCKpeTupa B MiIsIkoTo. He e u3BecTHO, Aau pUBaCTUTMUH CE

€CKpETHUpa B KbpMara. 3aToBa JXCHUTE Ha JICUCHHE C PUBACTUIMUH HE Tp$[6Ba Ja KbpMSIT.

Pepruanrer
Hsma naOmronaBanu HexellaHu e()eKTH Ha pUBACTUTMHUH BBPXY (DepTHIIMTETA WIIK PETIPOTyKTUBHATA
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CcrocoOHOCT IpH TUIBX0BE (BK. TouKa 5.3). EdexTuTe Ha pUBaCTUrMUH BBPXY (QEPTIIINTETA TIPH XOpa
ca HEM3BECTHH.

4.7 EdexkTu BbpXY CIOCOOHOCTTA 32 I0(pupaHe U padoTa ¢ MAIIIUHU

Bonectra Ha AnxaiimMep Moke J1a IPUIMHY IMOCTETICHHO HapyIlIaBaHe Ha CIIOCOOHOCTTA 3a moQHupaHe
WM J]a HApyIIIU CIIOCOOHOCTTA 3a paboTa ¢ MammHu. OCBEH TOBa PUBACTUTMHH MOXE JIa IPUINHU
3aMasHOCT M CHHJIMBOCT TJIABHO MU 3aIll0YBaHE Ha JICUSHUETO WM MTOBUIIABaHE Ha J103aTa. B
pe3yaTar Ha TOBa pUBACTUT'MUH MOBITUSBA B MaJKa WM B yMEPEHA CTEIeH CIIOCOOHOCTTA 32
modupane u padora ¢ mamuHu. ClieI0BaTEIHO, CIIOCOOHOCTTA HA MAIIMEHTUTE C IEMEHIINS, KOUTO ca
Ha JICYCHUE C PUBACTUTMUH, J1a IPOBIDKAT J1a MIOGHUpaT Wi pabOTAT ChC CIIOKHU MAITHHH, TPSOBA
PEIOBHO J1a Ce OICHsBA OT JIEKYBaIlHA JeKap.

4.8 Hexenanu JeKapcTBeHU peaKIuu

00001enre Ha npodria Ha 6€300aCHOCT

Hati-uecto noxmansanute Hexxenanu peakiuu (HJIP) ca ctomaniHo-upeBHH, BKIFOUBAIIH TaIcHE
(38%) u moBprwIane (23%), ocoOeHo 1Mo BpeMe Ha TUTPHUpaHE Ha Jo3arta. JJokazaHo e, ue
MAIMCHTKATE, YIACTBAN B KIIMHUYHHU MPOYYBAHUS, Ca TIO-CKIIOHHU OT MBXETE KbM CTOMAITHO-
YPEBHU HEXEJIaHU PeaKIMy U OTciIabBaHe Ha Tero.

Tabnu4HO mpecTaBsiHe Ha HEKETAHUTE PEAKIIUM

Hexenanute peakiuu B Tabnuna 1 n Tabmuna 2 ca uzdpoenu ceriacao MedDRA — o cucremo-
OpraHHH KJIaCcOBE M MO YecToTa. KaTteropuure 4ecToTH ce ONpeessT ChIIIACHO CIIeJHATA KOHBEHIIHS:
MHoro ectd (> 1/10); wectr (> 1/100 no < 1/10); mHeyectu (= 1/1 000 mo < 1/100); penxu (> 1/10 000
1o < 1/1 000); muoTro0 penku (< 1/10 000); ¢ Hem3BeCTHA YecTOTA (0T HAIMYHUTE JAaHHU HE MOXKE /1a
ObJic HalpaBeHa OIICHKA).

Cu0panu ca CbOOIICHUS 3a CIICAHUTE HEXKEIIAHU PEaKITiK, H30pOCHH 10-10i1y B Tabnumna 1, mpu
MAIEeHTH ¢ ATIIXaiiMepoBa JeMEHIHS, JICKYBaHU C PHBACTUTMUH.

Tab6auna 1
Nudexnun u nundecranuu
MHoro peaku VYpuHapHa uapexnus
Hapymenusi Ha MeTaGo1u3Ma U
XpaHeHeTo
MHoro yecT AHoOpekcus
Yectu Hamanen anerut
C HeusBecTHa 4ecToTa Hexunaparanus
Ilcuxu4Hu HapyLIeHust
Yectn Kommapu
Yectu besnokoiicTBoO
Uectn OOwpranoCT
Yectn TpeBoxxHOCT
Heuectn bescrHue
Heuectu Henpecus
MHoro peaku XamonuHanuu
C Hew3BecTHA YeCTOTa ArpecuBHOCT, 6€3MOKOHCTBO




HapyumeHusi Ha HepBHaTa cucTeMa
MHoro yectu

Yectn

Yectu

Yectn

Heuectn

Penxu

MHoro peaku

C HEeM3BECTHA YECTOTa

3amMasHOCT

I'maBoGoaue

CBHIHBOCT

Tpemop

Cunkon

[Ipunagsun

ExcrpanupaMuiHi CUMIITOMY (BKJTFOUUTEITHO
BIIOIIaBaHe Ha Oonectra Ha [lapkuHCOH
ITneBpororonyc (,,Pisa“ curIpOM)

CbpaevyHu HapyLeHust
Penxn
MpHuoro peaku

C Hen3BeCcTHA YECTOTa

CreHokapaus

Cwpaednu aputMmud (Hamp. Opagukapaus,
aTPHOBEHTPUKYJIAPEH OJIOK, IPEICHPIHO MBXK/CHE H
TaxuKapaus)

CunzpoM Ha OOJHUS CHHYCOB BB3€ll

Cb10BM HapyILIeHHS

Yectu

Penxnu

MHoro peaku

MHoro peaxu

C Heu3BecTHA YECTOTa

MHoro peaxu XHUNEepTOHUs
CToManmHO-4YpeBHU HApyIICHHS

MHoro yectu T'anene
Mpmuoro yectn [ToBprwiiane
MHoro uectu Muapus

Kopemnn 0onku 1 gucnencus

CromanrHy U TyoleHAIHH SI3BH
CromanrHo-4peBHH KPbBOU3IUBU

[Tankpeatut

Hsixou cimydan Ha TeXKO HOBPBILAHE CE CBBP3BAT C
pyITypa Ha XpaHOIPOBOAA (BXK. ToUKa 4.4).

XenaToOWJIMapHu HapyLIeHHUs
Heuectu
C HeusBeCTHA YeCTOTa

[ToBumenn yepHOAPOOHN HYHKIIMOHAIHN TTOKA3aTEIIH
Xenmatur

HapyumieHusi Ha KoKaTa H
MOJKOKHATA ThKaH
Yectu

Penxn

C HensBeCcTHA YECTOTa

Xunepxuaposa
O6puBH
Copbex, aepruyeH 1epMaTuT (IeCeMHUHAPAH )

OO0y HapyueHus: ¥ epeKTH Ha
MSICTOTO HA NMPHJIOKEHHE

Yectu YMopa u acteHust
Yectun Hepasnonoxenue
Heuectu Ipunagbx
Hscaensanus

Yectu 3ary0a Ha TerIIo

Tab6ymna 2 nmokaspa HEXKEJIAHUTE PEAKITUH, CHOOIIaBaHU TPY TAITUSHTH C JCMEHIIHS, CBhP3aHa C
OonecrTa Ha [[apKUHCOH, TEKYBaHU C PUBACTUTMUH KaIICyJIH.

Taoauna 2

Hapymenust Ha MeTa0oyim3mMa 1
XpaHeHeTo

Yectu

Yectn

Hamanen anerur
Hexuapararus




Ilcuxuynu HapyIeHUs

Yectu bescrHue

Yectu TpeBoxHOCT

Yectn besnokoiicTBo

Yectn 3pUTETHH XATIOLUHALIUH

Yectn Henpecus

C HeusBeCTHA YeCTOTa ArpecuBHOCT

Hapyumienusi Ha HepBHaTa CUCTEMa

MHoro uect Tpemop

Yectu 3amasHOCT

Yectu CopHIIUBOCT

Yectu ['maBo6omme

Yectu Bonect na [lapkuHcoH (BromaBaHe)
Yectu Bbpanukunesus

Yectu Juckunesns

Yectu XUMOKUHE3US

Yectu Purunnaoct trm “304aTto Koaeno”
Heuectu Jluctonus

C HeusBecTHa 4ecToTa [TneBporotonyc (,,Pisa” cuaapom)
ChbpaeyHu HApyLICHUS

Yectun bpanukapaus

Heuectn [Ipencepano MBX)IEHE

Heuectu ATpHOBEHTpUKYJIapeH OJI0K

C Heu3BeCTHA YeCTOTa CunaapoM Ha OOJTHHSI CHHYCOB BB3€J
CbJ10BY HapyIIEHUS

Yectu XwuIneproHus

Heuectu Xunotonust

CToManHO-4YpeBHU HApPyIIEHHSs

Mpmnoro yectn T'anene

Mpmuoro yectn [ToBprwiane

Yectu Hnapus

Yectu bornka B kopema u aucnencust
Yectu Xunepcanupanus

XenaToOuJIMapHu HapyLIeHHUs
C Hen3BeCTHA YeCTOoTa XemnaTur

Hapymienusi Ha KoxkaTa u
NMOAKOKHATA ThKaH
Yectn Xunepxuaposa

C HEH3BECTHA YeCTOTa AnepruyeH nepMaTuT (IMCEMUHHUPAH )

OO0mu HapyuieHusl ¥ e(peKTH Ha
MSICTOTO HA MPUJIOKEHHE

MHoro yectu MHoro yectu

Yectn YMopa u acteHus

Yectn Hapymenue Ha noxoakara
Yectun [TapkuHCOHOBA MOX0/IKA

Tabnuima 3 mocouBa Opost ¥ TMPOIIEHTA HA MANUEHTHTE OT CIEMUPUIHOTO 24-CEIMUTHO KIIMHUTHO
MpOy4BaHe, IPOBEICHO C PUBACTUTMHH IIPH MAIMEHTH C JEMEHIINs, CBbp3aHa ¢ 00IecTTa Ha
[NapxuHCOH, ¢ IpeIBapUTEIHO NehUHIPAHN HEXKETAHH CHOUTHS, KOUTO MOTAT J1a OTPa3siBaT
BJIOIIABaHE Ha CUMIITOMHTE Ha MapKHUHCOHM3MA.

Taoaumna 3

| MpeaBapuTeHO Je)MHHPAHHN HEKETAHH | puBacTHrMUE | n1ane6o




CbOUTHS, KOUTO MOT'aT 1a OTPa3sABaT BjowaBaHe | n (%) n (%)
HA CUMIITOMHTE HA NAPKUHCOHU3MA IIPH
NManueHTH ¢ ieMEeHIMsA, CBbp3aHa ¢ 00JiecTTa Ha
ITapkuHCOH
OO01110 M3CIeIBAHY MAIICHTH 362 (100) 179 (100)
006110 marweHTH ¢ npeasaputento Aeurupann HC | 99 (27,3) 28 (15,6)
Tpemop
[Tpunagbk 37 (10,2) 7(3,9)
Bonect na I[TapkuHCOH (BOIaBaHe) 21 (5,8) 11 (6,1)
Xunepcanupanus 12 (3,3) 2 (L,1)
Juckunesus 5(1,4) 0
[NapkuHCOHU3BM 5(1,4) 1 (0,6)
XHUTTOKWHE3US 8(2,2) 1 (0,6)
Hapymenue Ha BUKEHUETO 1(0,3) 0
Bpanukunesust 1(0,3) 0
Jucronus 9(2,5) 3(1,7)
[TaTomornyHa moxojka 3(0,8) 1 (0,6)
MycKynHa pUrHIHOCT 5(1,4) 0
Hapymenue Ha paBHOBECHETO 1(0,3) 0
MycKyIIHO-CKeJleTHA CKOBAaHOCT 3(0,8) 2(1,1)
Purngnoct 3(0,8) 0
MoTtopHa TuCQyHKIHS 1(0,3) 0
1(0,3) 0

CroO1aBane Ha MOJO3UPAHN HEXKEIIaH! PEaKIHH

Cro0maBaHeTo Ha MOIO3MPAHN HEXKETIAaHU PEeaKIny CIIe/ pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT ¢ BaykHO. TOBa MMO3BOJIABA J1a TPOIBIKH HAOIIOICHUETO Ha ChOTHOLICHUETO M0JI3a/PUCK 32
JIEKapCTBEHMS MPOAYKT. OT MEIUITMHCKUTE CIEIUAINCTH CE M3UCKBA J1a ChOOIIaBaT BCIKA
MOI03MpaHa HeXKeJlaHa Peakiiys Ype3 HallMOHAIHA CHCTeMa 3a ChoOIIaBaHe, MocoueHa B [IpuioKeHme
V.

4.9 Ilpeno3supane

CumnroMu

[ToBeyeTo city4yan Ha CIIy4aifHO TpeI03UPaHE HE Ca CBbP3aHU C KIMHUYHU PU3HALM U CUMIITOMH U
[OYTH BCUYKH 3aCErHATU MAMEHTH MIPOIBJIKABAT JICHEHUETO C pUBACTUTMUH 24 yaca cies
MPEI03UPAHETO.

Cro0mmaBanu ca Cirydal Ha XOJIMHEPTHYHA TOKCHYHOCT ChC CHMIITOMH, KOUTO Ce HAOII0AaBatT mpu
YMEPEHO MYCKapHHOBO OTPaBsiHE KaTO MH03a, 3a4€pPBsBaHE HA JIULIETO, XPAaHOCMIJIATEITHH
HapyIICHUs, BKIFOYNTEITHO KOPEMHA 00JKa, TaJicHe, TOBPBIaHe U Auapus, Opamaukapaus,
OpOHXOCIa3bM U TOBUIIICHA OPOHXHMATHA CEKPELNs, XUTIEPXHUIPO3a, HEBOJIHO YPUHHUPAHE W/UITH
nedexanys, TaKpAuMaIlis, XUITOTOHUS U TTOBHUIIICHO CIIFOHOOT/ICIISTHE.

B no-texxknTe cirydan MOTar J1a ce MOSsBIT ¥ HUKOTHHOBH €()eKTH KaTO MyCKYyJIHa C1adocCT,
GbaciuKynanuy, rbpuoBe U PECIMPATOPEH apecT, C Bb3MOKEH JieTalleH u3XoA. OCBeH ToBa UMa
MOCTMAPKETHHTOBH CITy4ad Ha 3aMasHOCT, TPEMOp, TJIaBOOOIINE, CHHINBOCT, 00BPKAHOCT,
XMIEPTOHUS, XAIIOIMHAIIMY 1 0010 HEPA3IOJIOKEHUE.

Jleuenue
Tbii KaTO PUBACTUIMUH MMa [UTa3MEH MOJIYKUBOT OT OKOJIO | Yac U MPOABIKUTEITHOCT HA
WHXUOUpaHe Ha alleTHIIXOJIMHECTepas3ara OT OK0JI0 9 yaca, mpernopbyBa ce MpHu ciiydan Ha
ACHMITOMATHYHO MPEI03UPAHE /1A HEe Ce Mpujiara JOMbIHUTEIHA 1032 PUBACTUIMUH MIPE3
crenBamuTe 24 yaca. AKO IPe03UPaHETO € ChIIPOBOJICHO OT TEKKO r'aJileHe U OBphIIaHe, TpsOBa 1a
ce o0chau yrorpedara Ha anTueMeTuly. [Ipu Hyx1a TpsiOBa Ja ce mpeAnprueMe CUMITOMATHIHO
JICUCHHUE 32 OCTAHAJINTE HEKEIAHH PEAKIIHH.
[Mpu 3HaYMTEIHO TPEIO3UPAHE MOXKE JIa Ce M3MOo3Ba arponuH. [IpenopsuBa ce HaYanHa j103a OT
0,03 mg/kg HHTpaBEHO3CH aTPOIMHH CYJI(AT C MOCIEABAIIHN TO3H B 3aBUCUMOCT OT KJIMHUYHUS
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otroBop. He ce mpenopruBa ynorpedarta Ha CKOIIOJIAMHH KaTo aHTHAOT.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @apMakoaIUHAMUYHH CBOHCTBA

®dapmakoTepaneBTHYHA TpyTa: ICUXO0AHATICNITHIIN, MHXHOUTOPHU Ha xonnHectepaszara, ATC kox:
NO6DAO3.

PuBacTuUrMuH € MHXUOUTOP HA alleTII- U Oy THPIIIXOJIMHECTEPA3HUTE OT KapOaMaTeH THII, 32 KOHTO ce
CYHMTa, Ye YJIECHSBA XOJMHEPrIYHaTa HEBPOTPAHCMHUCHS Upe3 3a0aBsiHe pa3rpakaaHeTo Ha
aIeTHIIXOJIMHA, OCBOOOICH OT (PYHKIIMOHATHO HHTAKTHUTE XOJIMHEPTHYHU HeBPOHU. CIieI0BaTEITHO
PHBACTUIMHH MOJXE JIa UMa OJIaronpHsATeH ePeKT BbPXY XOJIMHEPTUIHO METUHUPAHUS KOTHUTHBEH
JeUINT TIpU TEMEHIIHS, CBbp3aHa ¢ 0oecTTa Ha Axaimep mim ¢ 6onectra Ha [lapkuHCOH.

PuBacTurMuH B3auMoeHCTBa C MPUIETHUTE €H3UMH Ype3 00pa3yBaHe Ha KOBAJEHTHO CBBpP3aH
KOMILIEKC, KOWTO BPEMEHHO WHAKTUBHUpa eH3uMute. [Ipu 31paBu Mitaqu Mbe IiepopaiiHaTa 103a OT

3 mg noHmkaBa akKTUBHOCTTA Ha areTrmxonuHecrepasara (AChE) B iepebpocnmHaiHaTa TEIHOCT C
npubnusurenno 40% mpe3 mppBute 1,5 yaca cien mpuiIoKeHUeTo. AKTHBHOCTTA Ha €H3MMa e BPbIIa
JI0 M3XOTHOTO HUBO OKOJIO 9 yaca ciie]l IIOCTUTaHe Ha MaKCHMaTHU nHXuouTopeH edekr. [Ipn
MaIMEeHTH ¢ OonecT Ha AnnxaiiMep naxubupanero Ha AChE B nepebpocnmaaniara TeUHOCT OT
PHBACTHI'MHUH € 1032-3aBUCHMO JI0 6 mg JBa ITBTH THEBHO, KOATO € Hail-BUCOKAaTa MPOyYBaHa J03a.
WNuxubupaneTo Ha akTUBHOCTTA Ha Oy THPHIXOJIMHECTEpa3ara B nepeOpoCHHaIHATA TEYHOCT mpu 14
nanyeHTyu ¢ 6osiect Ha Auxaiimep, JIeKyBaHHU C pUBAaCTUTMUH, € cxo1HO ¢ ToBa Ha AChE.

KiuHuyHY npoydYBaHus npyu AnnxaiMepoBa JIEMEHITHS

EdukacHocTTa Ha pUBACTUTMHUH € YCTAHOBEHA UpE3 M3MOI3BAHE HA TPU HE3aBUCHUMU, 00IacT
crieruGUYHY, ONIEHBYHU ITOKA3aTellsA, KOUTO C€ ONPEICIIAT Ha ICPUOTUYHN HTEPBAIHU 110 BpeMe Ha 6-
MeceuHuTe nepruoau Ha geueHne. Tyk ce BkmouBaT ADAS-Cog (Ckana 3a omeHka Ha OoJjiecTra Ha
AunmxaiiMep — KOTHUTHBHA Tozckana [Alzheimer’s Disease Assessment Scale — Cognitive subscale],
M3MepBaHe Ha KOTHUTUBHATA (PyHKINS, BB3 OCHOBA Ha noseneHnero), CIBIC-Plus (Onenka Ha nexaps
3a TIOJIOXKUTEITHA MTPOMSTHA, Bh3 OCHOBA Ha MHTEepBIO ¢ manueHTa [Clinician’s Interview Based
Impression of Change-Plus] - o01ma nsocTHa oeHKa Ha MaIfieHTa 0T U3CIIeI0BaTeNs, BKII0YBaIla
MPHUHOCA Ha oKa3Bararo rpwku auie) u PDS (Ckana 3a mporpecus Ha BioliaBaneTo [Progressive
Deterioration Scale] - omenka oT cTpaHa Ha OKa3BaIllOTO TPIKH JIUIIC HA €KETHEBHUTE NCHHOCTH,
BKJIFOUMTEJTHO JIMYHATA XUT'HEeHa, XpaHEeHEeTo, 00JIMYaHeTo, JOMaKHHCKaTa padoTa KaTo Ima3apyBaHe,
3ara3BaHe Ha CIOCOOHOCTTA 32 OpUEHTHPAHE B OKOJIHATA CPela, KAKTO M y9acTHe B ICHHOCTH,
CBBbp3aHH C (PUHAHCOBHU BBIIPOCH, H T.H.).

W3cnenpanute nanuent umat MMSE (MuHHMaleH mperie]] Ha IICMXUYHOTO ChCTOsTHKE) cKop oT 10-
24,

Ha Tabnuua 4 mo-moity ca 1aieHd pe3ysITaTUTe OT MAlMEHTUTE ¢ KIIMHUYHO 3HaYUM OTTOBOP,
o0eIMHEeHN OT JIBE POYYBaHUs C I'bBKaBa J103a, OT OOII0 TPH OCHOBHU 26-CEIMUYHU MHOTOIICHTPOBU
NpOYYBaHUs IPH NALMEHTH C JIeKa 10 YMEPEHO TexKa AnxaiiMepoBa aeMeHus. KimmHuaHo
3HAYMMOTO TOA00OPEHHE MTPH TE3U NMPOYUBAHUS € ACPUHUPAHO a priori KaTo MOA00peHHe ¢ MoHe 4
touku o ADAS-Cog, mono6penne no CIBIC-ITmtoc, mim nmone 10% nmonobpenne mo PDS.

OcBeH ToBa Ha chIaTa TabnuIa e mpeacTaBena post hoc neguHATIUATA HA OTTOBOpA.

BropuuHata neduHHINSA Ha 0TrOBOpa M3UcKkBa nmogoopenne mo ADAS-Cog ¢ 4 TOUKH WM MOBeYe,
nunca Ha Bromaane 1o CIBIC-TILmtoc u nunca Ha Binowmaane o PDS. Cpennara neiictButenna
JIHEBHA 71032 32 OTTOBOPUJIMTE MAIUCHTH B Tpynara Ha 6-12 mg, ciopes Ta3u nedunuims, € 9,3 mg.
BaxxHo € 5a ce orOenexu, ue cKamuTe, U3MO0A3BaHu MIPH TOBA MOKa3aHMe, Ce Pa3INIaBaT M TUPEKTHUTE
CpaBHEHUS Ha PE3YJITATUTE 32 PA3TUUYHUTE TEPAIICBTHUHHU CPEICTBA HE Ca BAJHIHU.

Taoauua 4
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INanueHTH ¢ KJIMHUYHO 3HAYMM 0TrOBOP (%)
Hamepenue 3a 1eyeHue ITocaeaHo ocHLIIECTBEHO
HA0JII0leHne cJIe]l TOBA

Msipka 3a OTrOBOP PUBaCTUTMUH naneodo PUBACTUTMUH njianeoo

6-12 mg 6-12 mg

N=473 N=472 N=379 N=444
ADAS-Cog: momo6penue 2] x** 12 25%%* 12
C
oHe 4 TOYKu
CIBIC-ITmroc: 29%** 18 Rulala 19
moioopeHue
PDS: nono6penue ¢ moHe 26%** 17 3(Qk** 18
10%
[Monobpenue ¢ none 4 10* 6 12%* 6
touku 1o ADAS-Cog 6e3
Bioiasane o CIBIC-
ITmroc u PDS

#p<0,05, **p<0,01, ***p<0,001

KauHuuHY npoy4BaHus NP JeMEHIN, cBbp3aHa ¢ OoxecTra Ha IlapKHHCOH
EdukacHocTTa HAa pUBACTUTMHH NIPH AEMEHLU, CBBbp3aHa ¢ 6osiectta Ha [lapkuHCOH, € ToKazaHa pu

enHo 24-ceqMIYHO MHOTOIIEHTPOBO JIBOMHOCIIATIO, TIAIE00-KOHTPOIMPAHO OCHOBHO ITPOyYBaHe U
Heropata 24-ceAMUYHa OTKpHUTA pasiuupena ¢asa. Ilanuenture, yyacTBaiu B TOBA IPOYYBAHE, UMAT
MMSE (MuHUMAaEH Mpersen Ha ICUXUIHOTO CheTosiHue) ckop oT 10-24. EdukacHocTTa €
YCTAaHOBEHA Ype3 U3IOI3BAHE HA JIBE HE3aBUCHMH CKaJIM, KOMTO Ca OLICHSIBAHU HA PEIOBHU MHTECPBAIIH
0 BpeMe Ha 6 MeceuHus Mepuo Ha JiIeueHHe, KakTo € Ioka3aHo Ha Tabmuna 5 no-goiny: ADAS-Cog,
MspKa 32 KOTHATHBHATA QyHKIMS U msutoctHata oneHka ADCS-CGIS (KoonepatuBHo nmpoydBaHe Ha

OomecTTa Ha AnuxaﬁMep - ]_[HJ'IOCTHO BIICHATJICHUC HA KIIMHUIKUCTA 3a HpOMSIHaTa).

Tadnauua 5

JemeHnus, cCBbLp3aHa ¢ ADAS-Cog ADAS-Cog ADCS-CGIC | ADCS-CGIC
0osiectTa Ha [lapkuHCOH PUBACTUTMHUH | MJIanedo pUBACTUTMHUH | Manedo
ITT + RDO rpyna (n=329) (n=161) (n=329) (n=165)
CpenHo U3X0THO HUBO + 23,8+ 10,2 24,3 £ 10,5 n/a n/a
CO Cpenna npomsiHa cien 2,1+8,2 -0,7+7,5 38+14 43+1,5
24 ceqmuru £ CO
Kopurupana paznuka B 2,88! n/a
JICICHUETO <0,001" 0,007
P-CTOHHOCT CpsAMO
mianebo (n=287) (n=154) (n=289) (n=158)
ITT - LOCF rpyna
CpeaHo U3X0JHO HUBO +
CO
Cpenna nmpoMsiHa cieq 24,0 £ 10,3 24,5+ 10,6 n/a n/a
24 ceqmuru £ CO

2,5+8,4 -0,8+7,5 3,714 43+1,5
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Kopurupana paznuka B
JIEYEHUETO

P-CTOMHOCT CIIPSIMO
iamnedo

3,54

<0,001'

n/a

<0,001*

"Bw3 ocnoBa Ha ANCOVA ¢ leueHneTo U IbpkaBaTa kKaTo (hakTopy U u3xoaHoto HuBo ADAS-Cog
KaTo KOBapHaI[OHHA MPOMeHnBa. [1ooXuTeTHITE TPOMEHHN 03HaYaBaT Mo100peHHe.

? 3a y106CTBO ca MpeICTaBEeHH CPeIHUTE CTOMHOCTH, aHAM3BT 10 KATETOPHH € U3BBPILIEH KaTo €
M3M0J3BaH TecTa Ha van Elteren
ITT: Hamepenue 3a nedenue (Intent-To-Treat); RDO: IlanuenTy, npexaeBpeMEHHO HallyCHaIN
npoyusaHeTo (Retrieved Drop Outs); LOCF: Ilocnenno u3Bspmeno Hadmronenue (Last Observation

Carried Forward).

Brmpeku, de iedeOHUAT eheKT ¢ moKa3aH 3a IisijIaTa MoMmyJaus Ha MPOyYBaHEeTO, TaHHUTE
MIpeInoaraT, 4e Imo-roJisiM TepaneBTHYeH e(heKT B CpaBHEHHE C IUIane0o ce HabmoaaBa mpu
NOATrpyIaTa MalyueHTH ¢ yMepeHa JeMeHIus, cBbp3aHa ¢ Oosnecrra Ha [lapkuncon. [Tono6HO Ha TOBa
MIO-TOJISIM TepaneBTHUYCH e(heKT ce HaOM0aBa My MAIlEHTUTE ChC 3PUTEITHH XATIONUHAINY (BX.

Tabnuma 6).
Tabauua 6
JdeMmeHums, cBbp3aHa ¢ ADAS-Cog ADAS-Cog ADAS-Cog ADAS-Cog
0oJiectTa HA [TapKUHCOH PUBACTUTMUH miamneéo PMBACTUTMHUH | IJIane6o
IanueHTH CHC 3PUTETHU IManuenTu 6e3 3pUTENHU
XAJIOIMTHALHH XAJTIONHHATM A
ITT + RDO nony.aauus (n=107) (n=60) (n=220) (n=101)
Cpenno uzxonno auBo = CO | 254+ 9.9 27,4+104 23,1+104 22,5+10,1
Cpenna npomsiHa cien
24 cenmuru £ CO 1,0+9,2 2,1 £83 2,6 7,6 0,1£6,9
Kopurupana pasznuka B
JIEYEHUETO 427 2,09
P-CTOHHOCT CIIPSIMO T1a1e00 0,002! 0,015

IanueHnTH ¢ ymepena
nemennust (MMSE 10-17)

IlanuenTtH c Jeka
aemenuunss (MMSE 18-24)

ITT + RDO nonynannst

Cpenno uzxoano HuBo = CO
Cpenna npomsiHa cien
24 ceqmuiiu £ CO

Kopurupana paznuka B
JIEYEHUETO
p-CTOMHOCT cpsMoO Iu1anedo

(n=87) (n=44) (n=237) (n=115)
32,6 + 10,4 33,7+ 10,3 20,6 +7,9 20,7+ 7.9
2,6 £9,4 -1,8+7.2 1,9+7,7 -02+7,5
4.73! 2.14!
0.002! 0.010"

" B3 ocuosa Ha ANCOVA ¢ Bujia jIeueHne 1 JIbpKaBaTta KaTo (pakTopu v u3X0oaHOTO HUBO ADAS-
Cog xaTo KoBapHaIoHHa MPOMeHINBA. [10I0KUTETHUTE IPOMEHH 03HAYaBaT MOJJ00pEHIE.

ITT: Hamepenue 3a neyenne (Intent-To-Treat); RDO: [TannenTH, npexieBpeMEeHHO HaITyCHAIIN
npoyuBaHero (Retrieved DropOuts)

EBpOHef/JICKaTa aréHuus 1o JICKapcTrBara OCBO60>K)IaBa OT 3aABJDKCHUECTO 34 MPEAOCTABAHE HA
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pe3yiTaTtuTe OT IPOYyUYBAHUATA C PUBACTUTMUH BbB BCUUKH MOJArPYNH Ha NEAUATPUYHATA TOMYJIalIHs
MIpH JIeYeHHE Ha AJIxaiiMepoBa JeMEHITUS U IEMEHITUS, PY UanonaTuaHa 6osect Ha [lapkuHCOH
(Bk. Touka 4.2 3a nH(POpPMAIUI OTHOCHO YITOTpeOa B IIeIHaTpusITa).

5.2 ®apMakOKHHETHYHH CBONCTBA

AOGcopOrms
PuBacturmuH ce abcopbupa 6bp30 U HAITBIHO. IIMKOBHUTE IJIa3MEHH KOHIIEHTPALIUH CE JOCTHIAT CIE]

npubnmsutenHo 1 gac. B pe3yarar Ha B3aMMOIEHCTBHETO HA PUBACTUTMUH C TAPTETHISI CH3UM,
MTOBHUIIIEHHETO Ha OMOHAIUYHOCTTA € OKOJIO 1,5 IMETH MO-BHCOKO OT OYAKBAHOTO OT ITOBHUIIIEHHETO HA
nmo3ara. AGCOMIOTHaTa OMOHATMYHOCT CIIeH 103a OT 3 mg e okoio 36%+13%. [IpuemMbT Ha
PUBaCTUTMHFH I10 BpeMe Ha XpaHeHe 3a0aBst a0copOuaTa (Tmax) ¢ 90 MUHYTH 1 TOHMKABA Crax B
nopumasa AUC ¢ npubmusutenHo 30%.

Pasnpenenenue
CBBp3BaHETO HAa PUBACTUTMUH C IUIa3MEHUTE OenThiu € npudmmsutenno 40%. Toit necHo mpemMuHaBa

KpPBbBHO-MO3bUHaTa Oapuepa 1 MMa IPUBHCH 00eM Ha pasIipesiesieHne B rpanunure Ha 1,8-2,7 I/kg.

Buorpauchopmarms

PuBacTurMuH ce MeTaboIu3upa Obp30 U B 3HAYUTEIHA CTEINEH (IIOIYKHBOTHT B ILIA3MAaTa €
OpUOIM3UTENHO | Yac) IJIaBHO Ype3 XOJIMHECTEpa3a-MeAUUpaHa XHAPOoJIu3a 10 AeKapOaMuInpaH
METa0oNIuT. In Vitro T031 METa0OJIUT [TOKa3Ba MHHUMAIHO HHXHOMpPAHE Ha alleTHIXOJIMHECTEpa3aTa

(<10%).

B®3 0ocHOBa Ha IPOYYBAHHUSA in Vifro HE Ce 04aKBaT (hapMaKOKUHETHUIHH B3aUMOICHCTBHS C
JIEKapCTBEHH MPOAYKTH, KOUTO Ce MEeTabOIN3UpaT OT ClIieAHUTE HUTOXpoM m3oeH3umMu: CYP1A2,
CYP2D6, CYP3A4/5, CYP2E1, CYP2C9, CYP2C8, CYP2C19 wim CYP2B6. Bb3 ocHOBa Ha
JIOKazareJcTBaTa OT POYYBAHUS IPU KUBOTHU OCHOBHUTE HUTOXpOoM P450 n3oeH3umu yyacTsar B
MUHHMAJTHA CTETICH B METa00 IM3Ma Ha pUBACTHIMHH. TOTATHUAT TUTa3MEH KIUPHHC HA PUBACTUTMHH
e npubsmsutenHo 130 l/gac cien naTpaBenos3Ha go3a ot 0,2 mg u Hamanssa o 70 1/9ac cien
HWHTpaBeHO3Ha J103a oT 2,7 mg.

EnumMuHupane
B ypuHara He ce OTKprBa HEPOMEHEH pUBACTUTMUH. brOpeuHaTa ekckpenrs Ha MeTaboIUTHTE €

IIABHUAT BT Ha eTuMuHUpane. Cliesl mpuiaraHeTo Ha '*C-puBacTUrMHH eTMMHHUPAHETO Upe3
Oon0perTe e OBP30 U HA TIpakTHKa TBIHO (>90%) B pamkute Ha 24 gaca. [lo-manko ot 1% ot
HpUIOKEHAaTa 103a ce eKCKpeTupa ¢ dereca. Jluncsa kyMmyaupaHe Ha pUBACTUIMUH WM Ha
JekapOamMuIpanns MeTabOoIHT PH ManneHTH ¢ 6osiecT Ha Auxaiimep.

[MomynarmmoHHUAT papMaKOKHHETHYEH aHAIN3 [TOKa3Ba, ¢ yrnorpedaTa Ha HUKOTHH MTOBHIIABA
MepopaTHus KIUPBHHC HAa pUBACTUIMHUH C 23% IpH NaIMeHTH ¢ 6osiecT Ha AnuxaiiMep (n=75 mymadu
n 549 Henymaun) py mepopaieH MprueM Ha PUBACTHIMUH B 703U 710 12 mg/neH.

Crapyecka Bb3pact

Brbrpexn 4ye OMOHANMYHOCTTa HA PUBACTHIMUH IIPH XOpa B CTapuecka Bb3PacT € M0-BHCOKa
OTKOJIKOTO TIPH MJTATU 3/IPABH JOOPOBOJIIIH, IPOYIBAHUATA TIPH MAITUSHTH C 00JiecT Ha AJxaiimMep Ha
BB3pacT Mexay 50 u 92 rofuHu He MoKa3BaT MPOMsIHA B OMOHATTMYHOCTTA C BB3pacTTa.

YepHOoapoOHO yBpexkaaHe

Cinax Ha pUBACTUTMHEH € puOII3uTenHo 60% mo-Bucoka n AUC 3a puBaCTUTMUH € TIOBEYE OT JBa
II'BTH [TO-BUCOKA MIPHU JIULIA C JIEKO A0 YMEPEHO TEXKO YEPHOAPOOHO yBpEKIaHE OTKOIKOTO MPH
3/IpaBu JIMLIA.

brOpeuHo yBpexaane

Cmax u AUC Ha pUBaCTUTMHUH Ca TIOBeYE OT J[Ba IIBTH [TO-BUCOKHU TIPH JIUIIA C YMEPEHO OBOpEeUHO
yYBpeXJaHe B CpaBHEHHE ChC 3paBu auna. Odave, Hama nmpomenu B Cmax 1 AUC Ha puBacCTHIMUH
MIPH JIUIIA C TeXKKO OBOPEUHO yBpEKAaHE.
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5.3 IIpeaxkJMHUYHHM JAHHH 32 0€30MaCHOCT

[IpoyuBaHusTa 32 TOKCHYHOCT IIPU MHOTOKPATHO NpHUJIaraHe IpH ILTbXOBE, MUIIKH M Ky4eTa IOKa3BaT
eIMHCTBEHO e()eKTHU, CBBP3aHH ChC 3aCHICHO (papMakosnorudHo aeiictsue. He e HabmonaBana
TOKCHYHOCT KbM IIpHLeNieH opraH. IIpu npoy4saHus BbpXy >KUBOTHU HE Ca IIOCTUTHATH I'PAHULIM HA
0€30MacHOCT 32 eKCIO3UIHATA HA XOpa HOPaH YyBCTBUTEIHOCTTA Ha U3MOI3BAHUTE MOACIH BBPXY
JKHBOTHH.

PuBacTUrMuH He € MyTareHeH npH 0aTepust OT CTAaHIAPTU3NPAHU in Vitro W in vivo TECTOBE, OCBEH IPH
TecTa 32 XpPOMO30OMHH abepaliy B YOBEIIKH JTUMMOLMUTH OT HeprdepHa KpbB B 103a 10* mbTH 110-
BHCOKa OT MaKCHMaJTHaTa KIIMHUYHA eKCTIO3UINA. MUKPOHYKIICAPHUSAT TECT in Vivo € OTPHUIIATEIICH.
I'masausT metaboaut NAP226-90 cbI110 He MOKa3Ba FTEHOTOKCUYEH TOTEHITHAIL.

JIuticear J0Ka3aTeJICTBA 3a KAHIECPOIr€CHHOCT ITPU NPOYyUYBAHUATA C MUIIKU U IINIBXOBE C MAKCUMAJIHO
ITOHOCHMA /1032, BBIIPEKH Y€ SKCIIO3UIINATA HA PUBACTUTMHUH U META0OJIUTUTE MY € TIO-HUCKA OT
CKCIIO3MIHMATA IIPU XOpa. Koraro ce MMPEU3YUCIIN KbM IIOBBPXHOCTTA HA TAJIOTO, EKCIIO3UIIHATA HA
PHBACTUTMHH ¥ META0OIUTUTE MY € MPUOTH3UTEIHO CKBUBAJICHTHA HA MAKCUMAITHO MPEMopbhYBaHATA
J103a Tipu Xopa oT 12 mg/neH; obaye, B CpaBHEHHE C MaKCUMAaJTHATA JTHEBHA J103a TPH X0pPa, TPU
JKMBOTHH CE€ MOCTUTA MPUOIU3UTETHO 6 MBTH MO-BUCOKA SKCIIO3UIIHS.

IIpu >xMBOTHU pUBAaCTUIMMH ITPEMHMHABA NIPE3 IUIALIEHTATa U C€ EKCKPETUPA B MIISIKOTO.
[IpoyuBanusTa Ha IEPOPATHOTO MPUIIOKEHHE MIPH ILUTHXOBE U 3aMIIM HE JaBaT TOKA3aTEICTBA 3a
TEpaTOreHEH MOTEHIMAJ OT CTpaHa Ha PUBACTUIMUH. B mpoy4BaHUs Ha NEPOPATTHOTO NPUIOKEHHUE
IIPH MBKKH U JKEHCKH ILTHXO0BE, He ca HaOJI01aBaH! HexellaH! e()eKTH Ha PUBACTUTMHUH BBPXY
(epTunHTETa M PENPOTYKTUBHATA CIIOCOOHOCT HUTO MPH NMOKOJICHUETO Ha POJUTEINTE, HUTO MPHU
MaJIKUTE Ha TE€3U POJUTEIN.

B IIpoOy4YBaHE IIpH 3afIH € YCTaHOBECH IMOTCHIIUAI HA PUBACTUTIMHUH Ja NPEAN3BUKBA JICKO JPA3HCHE HA
ounrte/ JIMTaBHUIIUMTE.

6. DAPMAILEBTUYHU JAHHU
6.1 Chnucbk Ha NIOMOIIHUTE BELIECTBa

Kancyiano cbappxuMo
MukpokpucTaiHa Henyao3a
Xumnpomenosa

CunnieB JUOKCHI, KOJOUIEH O€3BOIEH
Marnesues cTeapat

CocTaB Ha KarcyJiaTa

Nimvastid 1,5 mg meéwvpou xancyau
TuranoB quokcun (E171)

Kenr xenezen okcun (E172)
XKenarun

Nimvastid 3 mg mevpou xancynu
TutanoB auokcun (E171)

Kenr xenezen okcun (E172)
Yepsen xenesen okcun (E172)
Kenarun

Nimvastid 4,5 mg mevpou kancyiu
Turanos quokenz (E171)
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Kwnr xenesen okeun (E172)
Uepsen xene3ed okeun (E172)
Kenartuu

Nimvastid 6 mg mevpou kancyau
Tutanos muokcun (E171)

Kwnr xenesen okeun (E172)
Uepsen xene3ed okeun (E172)
Kenarun

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

5 roauHu

6.4 CpoeuuajHM yCJI0BHSI HA CbXpaHeHHe

ToBa ekapcTBO HEe M3UCKBA CIECIMATHH yCIOBHS 33 CbXpaHCHHE.
6.5 Buau chabp:kaHHue HA ONIAKOBKATA

Bbrucrepna omakoBka (PVC/PVDC/Al ponmo): 14 (camo 3a 1,5 mg), 28, 30, 56, 60 wm 112 tBBpaH
KaIlCyJIy B KyTHSL.

HDPE konteinep: 200 unu 250 TBBpIU KalCyJu B KyTHS.

He Bcruky BuoBe OMaKOBKH MOTAT Aa OBJaT MyCHATH B Mpoaaxoa.
6.6 ChneumnaJHu npeanasHu MEPKHU NPH U3XBbPJIsHE

Hsama CIICHUAIHA U3UCKBAHUA 3a USXBBPJIIAHE.

7. INPUTEKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHns

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Nimvastid 1,5 mg TBBpau Kancymm

14 eppau xancyiau: EU/1/09/525/001
28 tBepau Kancym: EU/1/09/525/002
30 tBppau kancymu: EU/1/09/525/003
56 tBepam kancymu: EU/1/09/525/004
60 teppau xancyiau: EU/1/09/525/005
120 tBBpam xarncymu: EU/1/09/525/006
200 tBepau kancymu: EU/1/09/525/047
250 teBpau kancymm: EU/1/09/525/007

Nimvastid 3 mg TBEpIU Karcynu

28 hard capsules: EU/1/09/525/008
30 hard capsules: EU/1/09/525/009
56 hard capsules: EU/1/09/525/010
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60 hard capsules: EU/1/09/525/011

112 hard capsules: EU/1/09/525/012
200 hard capsules: EU/1/09/525/048
250 hard capsules: EU/1/09/525/013

Nimvastid 4,5 mg TBbpAM Kancyau
28 hard capsules: EU/1/09/525/014
30 hard capsules: EU/1/09/525/015
56 hard capsules: EU/1/09/525/016
60 hard capsules: EU/1/09/525/017
112 hard capsules: EU/1/09/525/018
200 hard capsules: EU/1/09/525/049
250 hard capsules: EU/1/09/525/019

Nimvastid 6 mg TBEpAN Kancyiu

28 hard capsules: EU/1/09/525/020
30 hard capsules: EU/1/09/525/021
56 hard capsules: EU/1/09/525/022
60 hard capsules: EU/1/09/525/023
112 hard capsules: EU/1/09/525/024
200 hard capsules: EU/1/09/525/050
250 hard capsules: EU/1/09/525/025

9. JATA HA TBPBO PASBPEIIABAHE/IIO/IHOBSIBAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

Hata Ha nmppBo pazpewasane: 11 Maii 2009 r.

Jara Ha mocniegHo nmoaHoBsABane: 16 SAnyapu 2014 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6ua nH(pOpManys 3a TO3M JIEKAPCTBEH MPOAYKT € peocTaBeHa Ha yebcaiita Ha EBporneiickata
areHIus 110 JieKkapcTBaTa https://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA NIPOAYKT

Nimvastid 1,5 mg Ta0neTku, TUCHIEPrHPAINH CE B ycTaTa
Nimvastid 3 mg TabneTku, AUCIIEPTUPAIIH CE B ycTaTa
Nimvastid 4,5 mg Ta0eTKH, TUCTIEPTUPAIITH CE B yCTaTa
Nimvastid 6 mg TabneTku, AUCIIEPTUPAIIH Ce B yCTaTa

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Nimvastid 1,5 mg TaGieTKy, TUCIEPIUPAIIH CE B YCTATa
Bcesika Tabnetka, mucneprupaila ce B ycrara ChIbpika pUBACTUIMUHOB XHAPOI€HTAPTAPAT,
CHOTBETCTBAIll Ha 1,5 mg pUBaCTUTMUH (rivastigmine).

THomowHu eewecmsa ¢ usgecmuo oelicmaue:
Bcesika Tabnerka, aucmeprupaiia ce B ycrata chabpika 5,25 pg copouron (E 420).

Nimvastid 3 mg TabIeTKH, TUCTIEPTUPAIIH CE B YCTATa
Bcsika Tabnetka, mucrieprupaila ce B ycrara ChIbpika pUBACTUIMUHOB XHIPOr€HTapTapaT,
CHOTBETCTBAI HAa 3 Mg PUBACTUTMUH (rivastigmine).

Homownu sewecmsa ¢ usgecmuo oelicmaue:
Bcesika TabneTka, nucrieprupaiia ce B ycrata cbabpka 10,5 ug copouron (E 420).

Nimvastid 4,5 mg TabieTKy, JTUCOEPrUPAIIM CE B yCTaTa
Bcesika Tabnetka, qucrieprupaliia ce B ycTara ChIbpkKa pPUBACTUTMHUHOB XHIPOTEHTapTaparT,
CBOTBETCTBAI HA 4,5 Mg pUBACTUTMUH (7ivastigmine).

HomowHu éewecmsa ¢ usgecmuo oelicmaue:
Besika Tabnetka, aucrepruparia ce B ycrata chabpika 15,75 g copouron (E 420).

Nimvastid 6 mg TabJIeTKH, JUCHEPTUPALIH CE B yCTaTa
Bcesika Tabnetka, qucneprupaiia ce B ycrara ChbpiKa PUBACTUIMUHOB XUAPOI€HTAPTAPAT,
CHOTBETCTBAIll HA 6 Mg PUBACTUTMUH (7ivastigmine).

THomowHu eewecmsa ¢ usgecmuo oelicmeue:
Bcesika Tabnetka, aucmepruparia ce B ycrata chabpika 21 pg copouron (E 420).

3a IBIIHHS CIIHCHK Ha IIOMOIIHHUTEC BCIICCTBA BHKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabneTka, AUCHieprupaiia ce B ycrara.

TaleTkuTte ca KpbIyk U OCIIH.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHU NMOKA3ZAHUS

CHUMITOMaTHYHO JIeueHHE Ha JIeKa JI0 yMEPEHO TexKa AJXxaiiMepoBa IeMEHIIHS.
CHMIITOMAaTHYHO JICUeHHE Ha JIeKa J0 YMEPEHO TECXKKA IECMCHIMA ITPU MallUCHTU C U ANONIaTUYHa

6onect Ha [TapKkuHCOH.

4.2 [lo3mpoBKa M HAYMH HA MPUJIOKEHHE
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Jleuenuero TpsiOBa J1a ce 3allOYHE U J1a Ce CICIU OT JIeKap C ONUT B IMArHOCTUKATA M JICUCHHETO Ha
AunmrxaiiMepoBa IEMEHITHUS WK JIEMEHIINs, CBhp3aHa ¢ 6onectra Ha [lapkuHCOH.

JuarHozara Tps0Ba a ce MOCTaBU ChITIACHO ChBPEMEHHHTE IPETIOPHKU. JIeueHneTo ¢ puBacTUTMUH
TpsIOBa J1a ce 3al0YHe eIUHCTBEHO, aKO MMa YOBEK, KOMTO PEIOBHO IIIE CIIEIH preMa Ha
JIEKapCTBEHMSI POYKT OT HaIUEHTA.

Z 1031/1[ )OBKAa

PuBacturmux Tp${6Ba Aa CcC Mpujiara aABa I'bTH HAa ICH CBC 3aKyCKaTa U BEUCPATA.

Nimvastid TabiaeTKH, TUCTIEPTUPAITH CE B yCTaTa, TPSOBA Ja Ce TIOCTABAT B yCTaTa, KbIIETO OBP30 ce
pa3TBapsAT B CIAIOHKATA U 110 TO3W HAYMH MOTAT JIECHO JIa ce TIOr'biIHAT. M3BaxkjaHeTo Ha
Jcrieprupaniata ce tabierka suia OT ycraTa € TpyIHo. T KaTo Jucneprupaiiara ce TabieTka e
YYIUTHBA, T TPAOBA J1a ce MpHeMe BeJHATa Clie]l OTBAPSHETO Ha OucTepa. PUBacTUrMUH, TaONETKHUTE,
JUCTIEPTUPAIIH CE B yCTaTa, ca OMOCKBUBAJICHTHU HAa PUBACTUTMHUH KAaIICYJIH, C TIOJI00HO HUBO U
cTerneH Ha abcopOuus. Te uMaT chlara JO3UPOBKA U YECTOTA HA MPHUIOKEHHE KaTO KaNCYJIUTe
pUBACTUTMHH. PUBacTUrMuH, TaOJETKH, JUCIICPTHPAIU CE B YCTaTa MOTaT Ja Ce M3IMO0JI3BaT KaTo
aJTepHATHBA HA PUBACTHUIMHH KaIlCyJIH.

Haganna noza
1,5 mg 1Ba IbTH HA JEH.

TuTtpupaHe Ha Jio3aTa

Havannara no3a e 1,5 mg nBa mbTH Ha JieH. AKO Ta3u Ji03a € ¢ 100pa MOHOCUMOCT CIIeJl MUHUMYM JIBE
CEJIMUIIM JICUCHHUE, 103aTa MOXKE JIa Ce TIOBUIITH 10 3 mg JBa MBTH Ha JeH. [locienBammre moBUIIEHUS
no 4,5 mg u cnen ToBa 10 6 mg /1Ba ITFTH Ha JIeH TPsiOBa ChHIIO Ja Ce€ OCHOBaBaT Ha jJ00para
MMOHOCHMOCT Ha HACTOSIIATa J03a K MOTaT J1a C€ OOMUCIIAT CJIe]] MUHIMYM JBE CEIMUITH JICUCHHUE C
TOBa HUBO Ha J03aTa.

AKO 110 BpeMe Ha JISYEeHHETO ce HabJro1aBaT HeXXellaH! Peakny (Hamp. TaJeHe, MOBPhIIaHe,
KOpeMHH OOJIKM HITH 3ary0a Ha aleTuT), OTCJIa0BaHe Ha TETJI0 WK BIIOIIABaHE Ha
eKCTpanupaMUIHUTE CUMIITOMH (HAIp. TpeMop) MPH NallMeHTHUTE C IEMEHIHs, CBbp3aHa ¢ 0ojecTra
Ha [TapKkuHCOH, Te MOTaT J1a ce MPeoI0JesT Ype3 MPOIyCKaHe Ha eJJHa WIIA TIoBeYe J03H. AKO
He)KellaHaTa peaklysl epcrcTHpa, JHEBHATa 03a TpsiOBa BpEMEHHO J1a ce MOHMWKHU JI0 IPEeAX0AHATa
J103a ¢ 100pa MOHOCHMOCT WITH J1a CE CIpe JIEYEHUETO.

Tlonabprxkaiia go3za

EdexTuBrara n1o3a e 3 10 6 mg 1Ba MbTH Ha J€H. 3a Jla ce MOCTUTHE MaKCHMAaITHA TepareBTHIHA
MoJI3a, MaIUeHTUTE TPIOBa JIa Ce MOIbPIKAT Ha Hail-BUCOKAaTa, T0Ope OHOCKUMa, 1034,
[IpenopbuBaHaTa MakcuMalHa JHEBHA J103a € 6 mg JiBa MbTHU Ha JICH.

IMomabpKaImoTo JieueHne MOXKe J1a Ce TPOABIDKU JOKATO ce HaOJII01aBa TepalleBTHYHA 110132 3a
nanyeHTa. 3aToBa KIMHUYHATA [10J13a OT PUBACTHI'MUH TPsiOBa 1 ce MPEeoLeHsIBa PEeI0BHO, 0COOCHO 3a
MaIMeHTHUTe, JIEKYBaHU C JIO3H O] 3 mg Ba IbTH Ha JEH. AKO clief 3 Mecella JIeYeHHeE C
HO/UTBpIKAIIA 1032 CTENEHTA Ha BJIOIIABAHETO HA CHMIITOMHTE Ha JIEMEHINATA Ha ITAIMEHTH HE ce
NIOBJIMSIBA B OJIAroNpHsTHA TIOCOKA, JJEYCHUETO TpsOBa Aa ce cipe. CIHpaHeTo Ha JICUSHUETO TPOBa
Jla ce OOMHCIIN M KOTaTo HSAMA ITOBEYE JIOKA3aTEeJICTBA 32 TEPAIIEBTHICH €(EKT.

WHnuBryamHUST OTTOBOP KbM PUBACTHUTMUH HE MOXKE JIa C€ MIPEIBUIN. BhIpeku ToBa mo-roism
TeparneBTHYEH ePEeKT ce HaOII0AaBa MPH MalueHTUTE ¢ 0ojiecT Ha [TapKHHCOH C YMEPEHO TeKKa
nemenius. [TomoOHO Ha TOBa MO-roysiM e)eKT ce HaOJIr0/1aBa IPH MAIMEHTUTE ¢ OOJIECT Ha
[TapKHUHCOH ChC 3PUTEITHA XATIOIMHAIIAH (BXK. Touka 5.1).

JleueOHUAT epeKT He e u3CcIeaBaH MpH IIare00-KOHTPOINPAHH IPOYIBAHUS C MPOIBIDKUTEITHOCT
noBeye oT 6 Mecena.

[ToBTOPHO 3am0YBaHE HA TCPAIIHs
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AKO JIEYCHHETO € PEKHCHATO 3a TIOBEUE OT TPH JHHU, TO TPSOBA J]a ce 3al0YHe OTHOBO ¢ 1,5 mg mBa
BT Ha JieH. TUTpupaHeTo Ha J03aTa Ciiell TOBa Tps0Ba Jia ce M3BBPIIBA KAKTO € OIMCAHO MO-TOpE.

BrOpeuno u yepHOaPOoOHO YBpexKIAaHE

He e HeoOxoanMo KopuUTHpaHe Ha JI03aTa MPH MAIMEeHTH C JIEKO JI0 YMEPEHO ObOpEYHO HITH
4epHOAPOOHO yBpexkaaHe. He3aBUCHMO OT TOBa, MOPaIy MOBHUINIEHATa €KCIIO3UIIHS TIPU TE3U
TOITYJIAITUY TPsIOBa CTPUKTHO JIa CE CIEBAT MPETOPHKATE 32 TUTPUPAHE B 3aBUCHMOCT OT
WHIUBHUyaTHATa TOHOCUMOCT, Thil KATO MAIUCHTHTE C KIMHUYHO-3HAYMMO ObOPEYHO HITH
YepHOIPOOHO YBPEkKTaHE MOTAT Jia TIONYJaT IOBEYE JJ0303aBUCUMIE HeXelaHu peaknud. He ca
MPOYYBaHM MAIMEHTH C TEXKKO YSPHOAPOOHO YBpEKAaHE, HE3aBUCHMO OT ToBa, Nimvastid TabneTku
MOXKE JIa Ce IIpHJjIara B Ta3W MaIMEHTCKA MOITYJIANHsL, IPH CTPUKTHO MPOCIIEAIBaHe (BX. TOUKH 4.4 1
5.2).

IlennaTpryHa OOyaaIUs

Hsama croTBeTHO npuiokeHue Ha Nimvastid B meguaTpruyHaTa MOMyJIaIus IpHy JICYSHUETO Ha OomecT
Ha Aunixaimep.

4.3 IIporuBonoka3zaHus

Ynorpebara Ha TOBa JICKApCTBO € MPOTUBOIIOKA3aHA ITPH MAIUSHTH C U3BECTHA CBPHXIYBCTBUTCITHOCT
KbM aKTHBHOTO BEIIECTBO PUBACTUTMHUH, KbM JAPYTH KapOaMaTHH IPOU3BOIHH MM KbM HIKOE OT
MTOMOIITHUTE BEIeCcTBa, M30POCHU B TOUka 6.1.

[IpenmecTBalia aHaMHe3a 32 peakly Ha MSCTOTO Ha MPUIIOKEHHE, HACOYBAIIM KbM ajepriuieH
KOHTAKTEH JIEPMATUT KbM PUBACTUTMUH ILIACTHD (BXK. TouKa 4.4).

4.4 CpoeunajHM NpeaynpeKIeHUs U NMpeana3Hu MepKH IPH ynorpeda

YecToTaTa 1 TEXECTTAa Ha HEXKEIAHUTE PEaKIUN OOMKHOBEHO HApaCTBa MPH MO-BHCOKHUTE JT03H. AKO
JICYEHHETO ce MIPEKbCHE 3a II0BEYE OT TPH AHH, TO TPsIOBa Ja ce 3all0uHe OTHOBO ¢ 1,5 mg 1Ba bTH HA
JIeH, 3a J]a Ce HaMaJli BEpOATHOCTTA 33 HEXKENaH! peakyy (Harp. HOBPBILAHE).

IIpu npunarane Ha pUBaCTUIMHH IUIACTHP MOXKE Ja Bb3HUKHAT KOKHH PEAKIIMH Ha MACTOTO Ha
IPUIOKEHNE U OONKHOBEHO Ca JICKH WM YMEPEHH 110 TeXecT. Te3H peakiiuy He ca caMH 110 cebe cH
MIpU3HAK Ha ajeprusupane. Bee mak, yrmorpebara Ha pUBaCTUTMHH IITIACTHP MOJKE JIa JOBEAE J10
aJIepru4eH KOHTAKTEH JI€PMAaTHT.

AJnepruyeH KOHTaKTEH IepMaTUT TpIOBa Ja ce MoJ03UPa, aKO PeaKlusITa Ha MACTOTO Ha MPUIIOKEHNE
€ paspocTpaHeHa W3BBH TPAHUITUTE HA IJIACTUPA, aKO UMa TAaHHM 32 TIO-MHTCH3UBHA JIOKAITHA
peaknus (Harp. yBelnn4aBalll Ce epUTEM, 1M, MaITyJId, BE3UKYJIH) U aKO CUMIITOMHTE HE ce
MOBITHSBAT 3HAYUTEITHO B paMKUTE Ha 48 yaca ciiel] mpemMaxBaHe Ha iactupa. B te3u cnyqan
JICUEHUETO TPsIOBa Aa ce crpe (Bxk. Touka 4.3).

[MamueHTrTe, MPU KOUTO CE PA3BHAT PEAKI[MU HA MSACTOTO Ha MPHIOKCHUE, HACOUBAIIH KbM
AJIEPIrUiYC€H KOHTAKTCH AE€PMATUT KbM PUBACTUTMUH INUIACTHUP U KOUTO BCE OIIE CC HYXKIAAT OT JICUCHUC
C PUBACTUTMUH, CJIe]] OTPUIIATEIICH TECT 3a AJIEPTHS U TOJT CTPOT MEUIIMHCKH KOHTPOJI, TpsiOBa 1a
IMPEMHUHAT KbM IIEPOPATHO JICUCHUC C pUBACTUTMUH. BB3MoxHO € HIKOU MaqueHTH, 4YyBCTBUTCIIHN
KbM PUBACTUTMUH IIPU €KCIIO3UILIMA HA pUBACTUIMUH IJIACTHP, Ja HE MOraT Jia IpueMaT puBaCTUIrMUH
OJT KaKBaTo U Ja € Gopma.

Hma penxu mocTMapKETHHTOBH CHOOIICHNUS 32 MAMEHTH, TIPU KOUTO € HAOII0IaBaH aJepruicH
JIEpMaTUT (IMCEMUHHPAH), CIIe/l IPUIIOKSHUE HA PUBACTUTMHH, HE3aBUCHMO OT HayKMHA Ha
MIpUIIOKeHHeE (TIepopalieH, TpaHCAepMaleH). B Te3n ciayvan nedenuero TpsOBa 1a ce mpekparty (BxK.
Touka 4.3).

[TanmeHTUTE M OOTPIDKBAIIUMTE TH TPAOBa Ja ObAAT HHCTPYKTHPAHH.
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Turtpupane Ha no3ata: Habmo1aBaHu ca HEeXEIAHUTE PEAKIIUK (HATP. XUIIEPTOHHUS U XATFOIMHAIINN
TIPY MTAIMEHTH ¢ AJITXaiMepoBa JEMEHIVSI M BJIOTIABaHE HA €KCTPATUPAMHTHUTE CUMITTOMH,
0c00EHO Ha TpeMOopa, MPH MAIMEHTH C IEMEHIHs, CBhp3aHa ¢ OonectTa Ha [TapKUHCOH) CKOpO clien
MOBUILIABAHE HA J03aTa. Te MoraT 1a OTrOBOPSAT HA IOHMKABAHETO HA J03aTa. B apyru cinydau
PUBACTUTMHUH € OHJT TIPEKBCHAT (BXK. TouKa 4.8).

CroMaInrHo-4peBHI HAPYIIICHUS KaTO TaJieHe, TIOBPBINAaHe U TUAPHsI, Ca JO303aBHCHMH, U MOXE J1a
HACTBIIST Hali-Beue MPH 3aII0YBaHe Ha JICYEHUETO W/HUJIH MTOBHINIABaHEe Ha J03aTta (BXkK. Touka 4.8). Tesn
HEXXEJIaH! PeaKINK Bh3HUKBAT Ha-4ecTo Npu keHu. [Ipu manueHTH, KOUTO IMOKa3BaT MPU3HAIU U
CHUMIITOMH Ha JIeXUpaTanys, B pe3yaTaT Ha MPOABIDKUTEITHO TIOBPBIIaHEe HITH THApHs, MOXKE J1a ce
npeanreMaT UHTPaBEHO3HH BIIMBAHUS, HAMAIIIBAaHE Ha JI03aTa WK CIIMpAHE Ha TePaIusaTa, ako ObIaT
OTKPHTH U JICKyBaHU HaBpeme. JlexuapaTtarusara MoXe J1a TOBEE IO CCPHUO3HH ITOCIICICTBHS.

[Ipu marpenTuTe ¢ Oonect Ha AmnmxaiiMep MoXke Ja ce MMOHWXKH TeraoTo. Maxubnuropure Ha
XOJIMHecTepa3arta, BKIUYNTEIHO PUBACTUIMIH, Ca CBBP3aHU C OTCIA0BaHe Ha TETJI0 MPU TE3H
nanuenTty. [1o Bpeme Ha TepanusTa TpsOBa a ce CIeI TETI0TO Ha MAaeHTa.

B ciyuyaii Ha TexXKO OBpBIaHEe, CBBP3aHO C JICUSHUETO C PUBACTHI'MHH, € HEO0XOIUMO Ja ce
W3BBPIIH ITOIXO A0 KOPUTHPAHE HA J03aTa CIIOPE MPEOpbKUTE B Touka 4.2. Hsakou ciydan Ha
TEXKO TIOBPBIIaHEe ca CBBP3aHHU C PYIITypa Ha XpaHOMpoBoaa (Bxk. Touka 4.8). I[logoouu crOuTHS
HACTBIBAT OCOOCHHO CJIe/ MOBUINIABAHE HA 103aTa WX IPU BUCOKH 03U PUBACTUTMUH.

Yabemxen QT unTepBai, OTYETEH Ha €NEKTPOKApIUOTPaMa, MOKE Ja Bb3HUKHE MPU HNAIlUeHTH,
JIEKYBaHU C ONPE/ICIICHH JICKAPCTBEHU POAYKTH HHXHOUTOPHU HA XOJIMHECTEpa3aTa, BKIIOUUTEITHO
pPUBACTUTMHH. PHBacTUTMUH MOKe J1a IPUYMHU OpaguKapIus, KOETO € PHCKOB (hakTop 32 Bh3HUKBaHE
Ha forsade de pointes, IpeANMHO TIPY TMALlMEHTH C IpYTH pUCKOBH (paktopu. [Ipenoprusa ce
MOBHIIIEHO BHUMaHHE MTPH NMAIIMEHTH C Bede ChIIeCTBYBAIO yabbkaBane Ha QT nHTepBana mwim ¢
(damuHa aHamHe3a 3a yabinkeH QT uHTepBall, MU MPH MAIMESHTH C TI0-BUCOK PUCK 32 Pa3BUTHE HA
torsade de pointes, HanpuMep TaKWBa C IEKOMIIEHCHpaHa ChpedHa HeAOCTATHUYHOCT, CKOPOIIIEH
MUOKap/ieH HH(]APKT, OpaAnapuTMUs B CKIOHHOCT KbM XHUITOKAITUEMHUS WITH XUITOMarHe3HeMus, HITH
MPUEMAIIH TI0 CHIIOTO BpeME JIEKaPCTBEHH MPOIYKTH, 32 KOUTO CE 3HAE, Y€ MPEIU3BUKBAT
yawmkaBane Ha QT wHTEpBana u/nunu forsade de pointes. Moxe ChIIO Ja ce HaJIOKH KITMHAYHO
npociaenssane (EKD) (Bx. Touku 4.5 u 4.8).

Tps0Ba 1a ce BHUMAaBa ¢ ynoTpebara Ha pUBACTUTMEH TPH MAIIMEHTH ChC CHHAPOMA Ha OOTHHS
CHHYCOB BB3€J WU HAPYIICHUS Ha IIPOBOUMOCTTA (CHHOATPHUAICH OJIOK, aTpPHOBEHTPUKYJIAPEH OJI0K)
(BX. Touka 4.8).

PuBacturmun Moxe na IIPUYNHU IMOBUIICHUEC Ha CCKPEIUATA HAa COJTHA KUCCJIIMHA B CTOMaxa. TpH6Ba
Ja CC BHMMaBa MpH JICUCHUC HA NMAIUCHTU C aKTUBHU CTOMAIIIHU WX AYOJACHATIHU A3BU UJIW HNALITUCHTU
C IpCaAUCIIO3NIMA 3a TE3U 3a00JIIBaHUA.

WNuxubutopute Ha XOJIMHECTEpa3ara TpsOBa Jja ce MPEANUCBAT BHUMATEIHO MPU MAIUCHTH C
aHaMHe3a 3a acCTMa W OOCTPYKTHBHO OeOApOOHO 3a00IsIBaHE.

XOMMHOMUMETHITITE MOTAT Ja WHAYIIUPAT WiIH J1a JOBEIaT IO eK3arepOarus Ha OOCTPYKITHS Ha
MUKOYHUTE IBTUILA U TpUnaabuu. [IpenopbuBa ce MOBUILIEHO BHUMAHUE MIPU JICUCHUE HA MALIUEHTH C
MIPEIUCTIO3UIIHSI 32 TAKUBA 3a00JIIBAHUS

He e u3cnenpana ynorpebaTta Ha pUBaCTUTMUH U MAIIUCHTH C TEXKKa IEMEHIUS Ipu 6oecTTa Ha
AummxaiiMep WK CBBbp3aHa ¢ 6onectra Ha [[apkUHCOH, IPYyTH BUIOBE IEMEHITUS FITH JIPYTH THIIOBE
pascTpolicTBa Ha TaMeTTa (Bh3pacTOB KOTHUTHBEH YIAabK) U [0 Ta3U NPUYHMHA HE CE ITPeropbyuBa
ynotpebara Ipu Te3U TPYNH OT MaIUCHTH.

ITogo6HO Ha OcTaHANIKUTE XOTMHOMUMETHIIN PUBACTUTMUH MOKE Ja TOBeAE J0 eK3arepOalius Uiy aa
WHAYIIMpa eKCTpamupaMyuIHi cuMIToMH. HaOronaBanu ca BiioraBane (BKIFOUUTEITHO
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OpaJMKWHE3Ws, MUCKUHE3Us, HApYIICHUS Ha TIOX0JKaTa) ¥ MOBUIIICHIE HA YECTOTATa WIIH TEKECTTA HA
TpemMopa MpH NaIMEeHTH ¢ JeMeHIIHs, CBbp3aHa ¢ Oosiectta Ha [TapkuHcoH (BkK. Touka 4.8). Te3un
PEaKIy BOJAT JIO CIIMPAHE Ha PUBACTUTMUH B HAKOU CITydau (Harp. criupaHe mopaau tTpemop 1,7% 3a
puBacturmuH crpsmo 0% 3a miane6o). [IpenopruBa ce KIMHUYHO MPOCIEIIBAaHE HA T€3U HEXKEIaHU
peakmum.

CroenuanHy NONMyiIaluu

[Ipu manueHTuTe ¢ KITMHUIHO-3HAYNMO OBOPEUHO MIIM YEPHOAPOOHO YBPEKIAHE MOKE J1a CE MOSBSIT
MOBEUE HEeXKEIAH! peakiyn (BK. ToUku 4.2 u 5.2). TpsOBa CTPUKTHO 11a ce cra3BaT MPEmopHKUTE 3a
TUTPUpPaHE Ha 103aTa B 3aBUCUMOCT OT MHIWBHAyaJHaTa HOHOCUMOCT. He ca nmpoy4yBaHu manyeHTH ¢
TEXKO 4epHOApoOHO yBpexkaane. HezaBucumo ot ToBa, Nimvastid Moske 11a ce mpuiara B Ta3u
MAIMEHTCKa MOMyJanus, IPH CTPUKTHO MPOCIIEAsIBAHE.

HpI/I MAaIMUEHTUTE C TEJICCHO TETJIO MO 50 kg MOJXKE Jia C€ MOABT MOBEYC HECXKCIIAHN pCaKINU U € 10~
BEPOATHO Aa NPEYCTAHOBAT JICUCHUETO IMMOPAaAN HEKEITAHNU PEAKITUN.

Nimvastid ceabpxa copouron (E 420)

Tps0OBa 1a ce UMa NpenBUI ATUTUBHUAT e(EKT HAa ChIIBTCTBALIO NPUIAraHu IPOLYKTH, ChIbPKallK
copOutout (nn GpyKTo3a), KAKTO U XPAHUTETHUAT IPHUeM Ha copOuTOI (Win (ppyKTo3a).
ChbIbpKaHUETO Ha COPOUTOII B JIEKAPCTBEHHU MPOIYKTH 32 IIEPOPATHO MPHIOKEHUE MOXKE [a OBIIUsIE
OMOHAIMYHOCTTA Ha APYTH IEPOPATHH JIEKAPCTBEHH MPOIYKTH, KOUTO CE MPHUIaraT ChIIbTCTBAIIIO.

4.5 BsaumopeiicTBHE ¢ JPYI'H JIeKapCTBEHH NPOAYKTH U APYru (popMH Ha B3aMMO/JeHCTBHE

Karo xonmHecTepa3zeH HHXHOUTOP PHBACTUTMUH MOXKE Ja YCUITH e(heKTUTE HA MYCKYJTHUTE
peNaKcaHTH OT CYKIIMHWIIXOJIMHOB THII 110 BpeMe Ha aHecte3us. [IpenopruBa ce NOBUIIIEHO BHUMAHUE
npu n300pa Ha cpezcTBara 3a anecresus. [Ipu HeoOXoaMMOCT, MOKe J1a c€ OOMHUCIIH BE3MOXKHO
KOpUTUpaHEe Ha JI03aTa UM BPEMEHHO CITUpaHe Ha JICYSHHETO.

BbB BpB3Ka ¢ hapmMakogHAMHUYHUTE €PEKTH U BH3MOXKHHU J00aBBHYHN e)EeKTH PUBACTUTMHUH HE
Tpsi0Ba Aa ce laBa 3aeIHO C IPYTH XOJIMHOMHMETHYHH BEIIECTBA. PUBACTUTMHH MOXE J1a TIOBJIHSIC
JISWCTBUETO Ha AHTUXOJIUHEPTUUHKUTE JICKAPCTBEHH MPOIYKTHU (HAIP. OKCUOYTHHUH, TOJITEPOJIHH).

[Tpu ceBMecTHa ynoTpeba Ha pa3nuvHu OeTa 010KepH (BKIOYUTEIHO aTEHOJION) M PUBACTUTMHH CE
choOmIaBaT 100aBBYHH e()EeKTH BOJCIIH JI0 Opagukapaus (KOATO MOXKeE Ja JIOBe/e IO CHHKOII).
OuakBa ce CbpACUYHO-CHJ0BHUTE OeTa OJ0KepH Ja ObAaT CBBP3aHU C IMO-TOJISIM PHUCK, HO MUMa MOIy4YeH!
CHOOIIEHVSI ¥ OT TTAIMEHTH, U3IOI3BAIIN APYTH OeTa Oiokepu. [lopaau Ta3u npuuuHa € HEOOXO0IUMO
MOBHUIIICHO BHUMAaHKE MPH MPUJIAraHe Ha PUBACTUIMUH ¢ OeTa OJIOKepH U PYTH CPeCTBA, BOJCIIH 10
Opamukapaus (aamp. kiac II1 aHTHapUTMUYHU CpeCTBA, KAIHMEBH aHTATOHUCTH, JTUTHUTATHCOBH
TITUKO3UIH, AIOKAPIIHH).

Twit kaTO OpaguKapaAUATa IPEICTABIsABA PUCKOB (PaKTOp 3a pa3BUTHE Ha torsades de pointes,
KOMOWHHUPAHETO HA PUBACTUTMHUH C JICKAPCTBEHH MPOIYKTH, KOUTO MOTAT Ja MPeIU3BUKAT
yaewkaBane Ha QT unTepBana unu forsades de pointes, KaTo HapUMEp AHTUIICUXOTHIIN, HAIIP HAKOU
(dheHOoTHA3UHH (XJIOPIPOMA3HH, JIEBOMEIIPOMAa3uH ), OeH3aMUIH (CYJITUPHI, CYITONPHT, AMUCYJIITIPHUI,
THATIPU, BEPATUIIPHU), TUMO3HI, XAIOTIEPUIOII, IPONIEPUION, TU3APIINA, IUTATIONPaM, TH(HEMAHHNI,
CPUTPOMHUIIMH 1.V., XaTOQaHTPHH, MH30JIaCTHH, METAIOH, TICHTAMUINH H MOKCH(IIOKCAIIH, TPs0Ba aa
CTaBa IIPH MOBHUIIICHO BHIMAHUE, KATO MOXKE J1a C€ HANOXH U KIMHUIHO MoHHTOpupane (EKD).

He e rabmogaBaHo (papMaKOKMHETHYHO B3aMMOICHCTBHIE MEXTY PUBACTUIMHH U JUTOKCHH,
BapdapuH, IuazenaM Wi (QIyoKCEeTHH IPpH MPOYYBaHUS ChC 37paBy A00poBoiH. [loBumennero Ha
MIPOTPOMOMHOBOTO BpeMe, IPEAN3BUKAHO OT Bap(apHH, HE ce MOBIUIBA OT IPIIIOKEHNETO Ha
puBacTurMuH. He ca HaOmogaBaHu HexkeNlaH! epeKTH BEPXY Chp/edHaTa MPOBOAUMOCT CIIE
CBBMECTHOTO MPUJIOKEHHUE HA JUTOKCUH U PUBACTUTMUH.

ChriiacHO JaHHHTE 32 MeTa0OIM3Ma Ha PUBACTUTMUH, METaOOJIUTHHUTE B3aMMOCHCTBHS C IPYTH
JIeKapCTBEHH MPOIYKTH H3TIICKIAT MaJIKO BEPOSITHH, BBIIPEKH Y€ TOM MOXKE Ja MHXHOHMpa
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MeIuUpaHus OT Oy THPHIIXOJIMHECTepa3aTa MeTaboIN3bM Ha IPYTH BEIIECTBA.

4.6 ®eprTuiauTeT, OPEeMEHHOCT H KbPMEHE

Bpemennoct
[Tpu OpeMeHHM KUBOTHHM PUBACTUTMUH W/WJIM META0OJIMTUTE IPeMUHABAT Tpe3 mianeHTara. He e

W3BECTHO, TAJIM TOBA CE CIIyYBa U TPH xopara. Hsma KITMHIIHY TaHHW 32 CITyYad Ha eKCTIO3UIUS TIPU
o6pemenHocT. [1pu nepu-/IoCTHATAIHU MPOYYBAHUS MPH ITHXOBE Ce HAOJI0aBa yBEINIMHEHUE Ha
TeCTaIMOHHOTO BpeMe. PuBacTUTrMuH He TpsiOBa a ce W3IMO0JI3Ba MpH OPEMEHHOCT, OCBEH B CITydail Ha
KaTeropuyHa He0OXOIUMOCT.

Knpmene
[Ipu >)KMBOTHU PUBACTUTMHH C€ EKCKpETHpa B MIISIKOTO. He e u3BecTHO, Aajiu pUBaCTUTMUH C€

eCKpeTHpa B KbpMaTa. 3aToBa KEHUTE Ha JICUEHHE C PUBACTUTMUH HE TPSAOBA a KbPMSIT.

DepTunurer
Hsma naGmoaBaHy HeKeaHu e(peKTH Ha pUBACTUTMUH BHPXY (DEePTUIIMTETA WM PENPOTyKTHBHATA

CITIOCOOHOCT TpH TUTEX0BE (BXK. Touka 5.3). EdekTure Ha pruBacTUTMHUH BBPXY (hepTHIIMTETA PH XOpa
ca HEeM3BECTHH.

4.7 EdexTn BbpXy crioco0HOCTTA 32 o¢upaHe U padoTa ¢ MALUIMHU

Bonectra Ha AnxaiiMep MOKe J1a TPUYHMHH MTOCTETIEHHO HapyIIaBaHe Ha CITIOCOOHOCTTA 3a MIo(HpaHe
WIH J]a HapyIIU CIIOCOOHOCTTA 3a paboTa ¢ MamuHu. OCBEH TOBa PUBACTUTMHH MOXKE J1a IPUIUHI
3aMasHOCT ¥ CHHJIMBOCT TJIaBHO IPH 3all04YBAHE Ha JICUEHUETO WM MTOBUILIABAHE Ha J103aTa. B
pe3yaTar Ha TOBa pUBACTUTMHH MOBIIUSIBA B MaJKa WM B yMEPEHA CTEIIEH CIIOCOOHOCTTA 32
modupane u padoTa ¢ MammHA. ClieI0BaTeIHO, CIOCOOHOCTTA Ha IMTAIMEHTHTE C AEMEHIINS, KOUTO ca
Ha JICYCHUE C PUBACTUTMUH, J]a IPOIBIDKAT J1a IMOGHUpaT Wi paboTAT ChC CIIOKHU MAIINHH, TPSOBA
PEIOBHO /12 Ce OLIEHSBA OT JIEKYBaIlM JeKap.

4.8 HexesaHu JeKapCTBEHU PeaKIUH

O0001IeH e HA TpodHIIa HA 0€30IMaCHOCT

Haii-uecto noxmagsanute Hexkenanu peakiun (HJIP) ca ctomanno-upeBHH, BKIIOUBAIIH T'aIcHE
(38%) u moBpwiane (23%), ocobeHo 1o BpeMe Ha TUTpHUpaHe Ha fo3aTa. JlokasaHo e, ue
MAIMECHTKATE, yIaCTBAIN B KIIMHUYHU IPOYYBAHUS, Ca TIO-CKIIOHHU OT MBXKETe KbM CTOMAIITHO-
YPEBHU HEXEJIaHW PEAKIIMY U OTCIa0BaHe Ha TETJo.

TabauuHo npencraBsHe Ha HEXENAHUTE PEaKLUK
Hexenannre peaknun B Tabmuma 1 u Tabnmma 2 ca n36poenu ceriracio MedDRA — o cucremo-

OpraHHHU KJIacoBe M 10 YecToTa. KaTteropunre 4ecToTH ce ONpeessaT ChIIIACHO CleJHATa KOHBEHIIHSL:
MHoro ectH (> 1/10); wectr (> 1/100 o < 1/10); megectu (= 1/1 000 mo < 1/100); penxu (> 1/10 000
1o < 1/1 000); muaoro penku (< 1/10 000); ¢ HeM3BeCTHA YecTOTa (OT HAIMYHUTE TAaHHH HE MOXKE 1a
Ob/Ic HAaIIpaBEeHA OIICHKA).

Cw0paHu ca chOOIIEHHS 32 CICTHUTE HEXKENaH! Peakiuy, n30poenn no-gomy B Tabmmma 1, mpu
HalUeHTH ¢ AlxaliMepoBa AEMEHINS, JIEKYBaHH C PUBACTUIMUH.

Taoauna 1

Nudpexnun n nadecranun
MHoro peaku VYpunapua napeKIusI

Hapywmwenusi Ha MeTa0o1u3mMa u

XpaHEHeTOo
MHoro uectn Anopexkcus
Yectn Hamanen anerur
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C HeusBeCTHA YecToTa Hexunparanus
IlcuxuyHu HApyILICHHUS

Yectn Kommapu
Yectn besnokoiicTBo
Yectu OO0BpKaHOCT
Yectn TpeBoxxHOCT
Heuectu be3cbHue
Heuectn Henpecus
MpHuoro peaku XaaronuHau

C Hen3BecTHA YECTOTA

ArpecuBHOCT, 6€3MO0KOICTBO

HapyumieHusi Ha HepBHATAa CHCTEMA
MHoro yectu

Yectu

Yectu

Yectu

Heuectn

Penxu

MHoro peaxu

C HensBecTHA YECTOTA

3amasiHOCT

['maBoGonME

CpHIIUBOCT

Tpemop

Cunkorn

[Mpunanbium

ExcTpanmupaMuHyu CHMIITOMH (BKITFOUUTETHO
BIIOIIaBaHe Ha OosectTa Ha [TapKUHCOH)
[IneBpotoronyc (,,Pisa* cuaapom)

CbpeyHu HApYIIEeHUs
Penxn
MpHuoro peaku

C Hen3BeCTHA YECTOTa

CreHokapaus

Copaeunu apuTMud (Hamp. Opagukapaus,
aTPUOBEHTPUKYJIAPEH OJIOK, MPEICHPAHO MBXKIICHE U
TaxuKapaus)

CunapoM Ha OOJTHYISI CHHYCOB BB3€T

CbaoBu HApYLIEHUS

MHoro peaxu XunepToHus
CToMalIHO-4YpeBHU HAPYIIEHUSA

Mpmuoro yectu T'anene
MHoro yectu [ToBppiane
Msmuoro uectu Juapust

Yectu

Penkn

MHoro peaxu

MpHuoro peaku

C Heu3BecTHA YECTOTa

KopemHuu 00sky U TUCTICTICUS

CroMaIHu U TyOoJCHATHH S3BH
CToMaIrHO-4YpeBHU KPHhBOU3THBH

[TankpeaTut

Hsikon ciiydan Ha TEXKO MOBPBINAHE CE CBHP3BAT C
pynTypa Ha XpaHornpoBojia (BX. Touka 4.4).

XenaroOuJIMapHu HapylIeHHUs
Heuectn
C Heu3BeCTHA YECTOTA

[oBumieHH YepHOAPOOHN (PYHKIIMOHATHH TIOKA3aTeIH
XemaTur

Hapymenusi Ha KoKaTa H
MOAKOKHATA ThKAH
Yectn

Penxu

C Heu3BeCTHA YecToTa

Xunepxuaposa
O6puBH
Coplex, anepruueH 1epMaTuT (AMCEMUHHUPaH)

OO0y HapyuieHus: ¥ epeKTH Ha
MSICTOTO HA NMPUJIOKEHHE

Yectu YMopa u acteHus
Yectn Hepaznonoxenue
Heuectu ITpunansx
N3caenBanus

Yectn 3ary0a Ha Terio
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Tabnwia 2 moka3Ba HEXKEIAHUTE PEaKINH, CHOOIIaBaHH IIPH MAIUSHTH C ICMEHIINS, CBhp3aHa ¢

6orecrra Ha [lapkUHCOH, IEKyBaHU C pUBACTUTMHH KaICyJIH.

Tab6aumna 2

Hapymenust Ha MmeTadou3Ma u

C HEeM3BECTHA YECTOTa

XpaHeHeTo

Yectu Hamanen anetur

Yectn Hexunparanus
Ilcuxu4Hu HApyIICHUs!

Yectn bescrnaue

Yectn TpeBoxHOCT

Yectn besnoxkoiicTBO

Yectu 3pUTeTHN XaTIOIUHALINH
UYectu Henpecus

C Heu3BecTHA YeCTOTa ATpecuBHOCT
HapyumeHusi Ha HepBHaTa cucTeMa

MHoro yectu Tpemop

Yectn 3aMasHOCT

Yectu CBHIUBOCT

Yectn I'maBoGoaue

Yectn Bonect Ha [lapkuHCcoH (BolIaBaHe)
Yectu Bpanukunesus

Yectu JluckuHe3us

Yectn XUIMOKUHE3US

Yectu Purunnoct tun “3u04aTo KoJeno”
Heuectn Jucronus

ITneBporotonyc (,,Pisa” cuHIpOM)

ChbpaeyHu HApYIIEHUS
Yectu

Heuectn

Heuectn

C Hen3BeCcTHA YECTOTa

bpanukapaus

IIpencspaHo MBXKIEHE
ATpPHOBEHTPUKYJIAPEH OJIOK
Cunapom Ha OOJTHHSI CHHYCOB BB3€T

Cb10BH HapyIlICHHS

C Heus3BeCTHA YeCTOTa

UYectu XuneproHus
Heuectn XUIMOTOHUS
CToMalnIHO-4YpeBHU HAPYIIEHUSA

MHoro yecTu lagene

Mpmuoro yectn [ToBprbiiane
UYectu Huapus

Yectu bornka B kopema u aucnencus
Yectn Xumnepcanuparus
XenaToOWJIMapHu HapyLIeHHUs

C HeM3BeCTHA YECTOTa XenaTur
Hapymenus Ha KoxkaTa U

MOJKO0KHATA ThKaH

Yectn Xunepxuaposa

AneprudeH nepMatut (IUCEMUHUPaH)

OO0mu HapyuieHus1 ¥ epeKTH Ha
MSICTOTO HA MPUJIOKEHHUE
MHoro yectu

Yectu

Yectn

Yectu

MHuoro yectn

YMopa u acteHust
Hapymenue Ha noxoakara
[TapkuHCOHOBA MOX0/IKA
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Tabnuna 3 mocouBa Opost ¥ MPOIEHTA HA MAIIMEHTUTE OT CIeUU(UIHOTO 24-CEIMUYHO KIMHUYHO
MPOyYBaHE, IPOBEJCHO C PUBACTUTMIH IIPH IMAIIMEHTH C IEMEHITNS, CBbp3aHa ¢ OoyiecTTa Ha
[TapKuHCOH, ¢ TIpeaBapUTETHO ACPUHUPAHN HEXKETaH! CHOUTHS, KOUTO MOTAT J1a OTpa3siBaT

BJIOIIaBaHC Ha CUMIITOMUTE HA MAPKUHCOHU3MA.

Tabnuna 3

IpeaBapuTesHo fe()MHUPAHN HEKeTAHU PUBACTUTMUH mianedo
CHLOUTHSI, KOUTO MOraT J1a 0Tpa3saBar Bjaomasane | n (%) n (%)
HAa CUMIITOMHTE HA MAPKUHCOHU3MA NPH
NMAIHEHTH C IeMeHInA, CBbpP3aHa ¢ 60jiecTTa HA
ITapkuHCcoOH
001110 M3CIIeIBaHN AIIMCHTH 362 (100) 179 (100)
006110 nanmenTH ¢ npeasapurenno nedpunupanu HC | 99 (27,3) 28 (15,6)
Tpemop
[punanbk 37 (10,2) 7(3,9)
Bonect na Ilapkuacon (BiomaBane) 21 (5,8) 11 (6,1)
XunepcanuBarus 12 (3,3) 2(1,1)
Juckunesus 5(1,4) 0
[TapKuHCOHU3BM 5(1,4) 1(0,6)
XUIOKUHE3US 8(2,2) 1 (0,6)
Hapymenue Ha nBrmxeHneTo 1(0,3) 0
bpanukunesus 1(0,3) 0
Hducronus 92,5 3(1,7)
[Tatomornyna moxoaka 3(0,8) 1(0,6)
MycKynHa pUrHIHOCT 5(1.4) 0
Hapymienue Ha paBHOBECHETO 1(0,3) 0
MycCKyIHO-CKENETHA CKOBAHOCT 3(0,8) 2 (1,1)
Purugroct 3(0,8) 0
MortopHa TuchyHKIus 1(0,3) 0

1(0,3) 0

C’BO6H_[3.B3HC Ha IIOJO03WPaHH HCXCIIaHW pCAKIINHN

Cw00111aBaHETO HA MIOJI03UPAHN HEKEIIAHU PEaKiMy ClIe/ pa3peliaBane 3a ynorpeda Ha JIEKapCTBEHHUS
NOPOIYKT € BakHO. TOBA MO3BOJISIBA 12 IPOIBIKU HAOTIOICHUETO HA ChOTHOIIICHUETO MOJI3a/PUCK 32
JICKapCTBeHUS NPOAYKT. OT MEIUIIMHCKUTE CIICIIUATNCTH CE U3UCKBA J1a ChOOIIaBaT BCsIKa
M0JI03UpaHa HeXKellaHa peakilvs Ype3 HalMOHATHA CHCTeMa 3a ChoOIaBaHe, ocoueHa B [IpuiioxeHue
V.

4.9 Ilpeno3upane

CumnromMu

IToBeyeTo ciydan Ha CIly4aliHO MPEAO3UPAHE HE Ca CBBP3aHH ¢ KIMHUYHU MTPU3HAIIM U CUMIITOMH U
MTOYTH BCUYKH 3aCETHATH TAIIMEHTH TPOIBDKABAT JICUCHHUETO C PUBACTUTMHUH 24 gaca ciej
MIPEI03UPAHETO.

Cro01mIaBaHu ca cilydad Ha XOJIMHEprHYHa TOKCHYHOCT ChC CHMITOMH, KOUTO ce HaOf01aBaT MpH
YMEPEHO MYCKapHHOBO OTPaBSHE KaTO MHO03a, 3a4epPBSIBAaHE HA JIMIIETO, XPAHOCMIIATEITHHA
HapyIIeHHs, BKIIFOYUTEIHO KOpeMHa 00JIKa, rajieHe, MOBPBIaHe U Auapus, Opaaukapaus,
OpOHXOCHa3bM U TOBUIIICHA OPOHXHATHA CEKPEIUs, XUIIEPXUAPO3a, HEBOIHO YPUHUPAHE H/WIH
ned exanus, JIaKpUMaIusl, XATTOTOHHUS ¥ TIOBUIIICHO CITFOHOOT/IEIISTHE.

B mo-TexxkuTe ciaydan Morar Ja ce MosiBIT U HUKOTHHOBU e(eKTH KaTo MYCKyJHa ciabocT,
(acuukynanuy, IbpPIOBE U PECIIUPATOPEH apeCT, C Bb3MOXKEH JieTaneH u3xox OCBeH ToBa UMa
NOCTMapKETUHIOBH CJIy4ad Ha 3aMasHOCT, TPEMOp, TI1aBo0oIe, ChHIMBOCT, OOBPKaHOCT,
XUIEPTOHMS, XAIOLMHALINN.
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Jleuenue

TBi1 KaTO PUBACTUIMHUH MMa IUIA3MEH MOIYKUBOT OT OKOJIO 1 4ac M MpOABIKUTEIHOCT HA
WHXMOMpaHe Ha alleTHIIXO0JIMHEeCTepas3ara OT OKOJIO 9 yaca, mpenopbuBa ce Ipyu cliydau Ha
ACHMIITOMAaTUYHO IIPEI03UPAHE Ja HE CE MpUIara JOIMBIHUTEIHA 032 PUBACTUTMUH TIPe3
cnenBanuTe 24 gaca. AKO IPEI03UPAHETO € CHIIPOBOICHO OT TE)KKO TaJicHe U MOBPHINaHe, TpsOBa 1a
ce o0chau ynotpedarta Ha antuemetuiy. [Ipu Hy»)a TpsOBa a ce mpeAnprueMe CHMIITOMATHYHO
JiedyeHre 3a OCTAHAJINTE HEeXKEaH! PEaKIim.

[Ipu 3HaUMTENHO NpEeIO3UpPaHe MOXKE J1a ce U3M0J3Ba aTponuH. [IpenopbuBa ce HavyagHa 103a OT

0,03 mg/kg uHTpaBEeHO3EH aTPONKH Cy(daT ¢ MOCAeABAIIN J03U B 3aBUCHMOCT OT KJIMHUYHUS
otroBop. He ce nmpenopruBa yrorpedaTta Ha CKOITOJIAMHH KaTO aHTHJIOT.

5. ®APMAKOJIOIT'MYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHH CBOIiCTBA

dapmakoTepalieBTHYHA IpyTa: ICHXO0aHAIESNTHIIN, HHXHOUTOpH Ha XoiuHecTepaszata, ATC kox:
NO06DAO03

PuBacTurmMuH € HHXHOUTOP Ha alleTHII- H Oy THPWIIXOJMHECTepa3uTe OT KapbamMaTeH THII, 32 KOHTO ce
CUHTAa, Y€ yJIECHSABA XOJIMHEPTHUHATA HEBPOTPAHCMUCHS Upe3 3a0aBsHe pa3rpakJaHETO Ha
aIeTIIXOJIMHA, 0CBOOOIEH OT (PYHKIIOHAIHO MHTAKTHUTE XOJIHMHEPTHYHN HeBpOHH. CIieIoBaTeTHO
PUBACTUTMUH MOXKE Ja UMa OJaronpusTeH e()eKT BbpXy XOIMHEPTUYHO MEAMUPAHUS KOTHUTUBEH
nedUInUT IpY JIEMEHIINA, CBhp3aHa ¢ 0ojectTa Ha Amxaiimep mim ¢ 6oectta Ha [lapkuHCOH.

PuBacTUrMuH B3aMMOAEHCTBA C PUIIETHUTE CH3UMHU Ype3 00pa3yBaHe Ha KOBAJIEHTHO CBBP3aH
KOMIIIIEKC, KOUTO BPEMEHHO MHAKTUBUpa eH3umute. [Ipu 31paBu Mitagyn Mbke IiepopanHara 103a OT

3 mg noHWkaBa aKTUBHOCTTA Ha anjetwixonunectepaszata (AChE) B nepeOpocnrHaiHaTa TEYHOCT C
npubimsntenHo 40% npe3 mepBuTe 1,5 yaca cies MpuioKeHHeTo. AKTHBHOCTTA Ha €H3MMa Ce BphINa
JI0 U3XOJHOTO HUBO OKOJIO 9 yaca ciiel IOCTUIaHe Ha MaKCUMAaJIHUSI HHXuouTopeH edexr. [Ipn
MaIyeHTH ¢ 6osect Ha Anixaitmep naxudrupanero Ha AChE B niepebpocnuHamHaTa TEYHOCT OT
PHBACTUTMUH € J03a-3aBUCHMO 10 6 mg JBa IbTH JHEBHO, KOSATO € Hall-BUCOKAaTa IPOYyYBaHa J03a.
WNuxubupaHeTo Ha aKTUBHOCTTA Ha OyTHPHIIXOJMHECTEpa3aTa B IepeOpOCIMHAIHATA TEYHOCT Npu 14
TIAIMEHTH ¢ 6osiecT Ha Axaiimep, IeKyBaH! C pUBACTUTMHH, € cXonHO ¢ ToBa Ha AChE.

Kiunnynu npoyuBanus npu AJiiixaliMepoBa JIMEHITUS

EduxacHocTTa Ha pUBaCTUTMUH € yCTaHOBEHA Upe3 U3IONI3BaHe Ha TPW HE3aBHCHUMHU, 001acT
cnenuGUIHA, OLCHBYHH MOKA3aTesIsl, KOUTO CE ONPEEIIAT Ha ISPUOIUYHN UTSPBAIU 110 BpeMe Ha 6-
MeceYHHTe Tieproan Ha jiedeHue. Tyk ce BmrouBatr ADAS-Cog (Ckana 3a orieHka Ha 00jIecTTa Ha
AnmxaiiMep — KorHUTHBHA mojickaia [Alzheimer’s Disease Assessment Scale — Cognitive subscale],
M3MepBaHe Ha KOTHUTHBHATA (PYHKITUS, Bb3 0ocHOBa Ha noBeneHnero), CIBIC-Plus (Ouenka Ha nekapst
3a MOJIOXKHUTETHA IPOMSHA, B3 OCHOBA Ha MHTepBIO ¢ nmaruenTa [Clinician’s Interview Based
Impression of Change-Plus] - o01a 11s;10cTHa Ol[eHKa Ha TTAUECHTA OT M3CIIeIoBaTeNs, BKIIOYBAIa
MIPUHOCA Ha OKa3Bamaro rpwku jmie) u PDS (Ckana 3a nporpecus Ha BiiomaBaHeTo [Progressive
Deterioration Scale] - olieHKa 0T cTpaHa Ha OKa3BaIl[OTO I'PHKH JIUIIE HA S)KETHEBHUTE JACHHOCTH,
BKJIFOUUTEITHO JINYHATA XUTHEHA, XPaHEHETO, 00JIMYaHeTo, JOMakKnHCKaTa paboTa KaTo ma3apyBaHe,
3ara3BaHe Ha CIOCOOHOCTTA 32 OPUEHTUPAHE B OKOJIHATA Cpefla, KAKTO U Y4acTUe B JIEHHOCTH,
CBBp3aHu ¢ (PMHAHCOBH BBIIPOCH, U T.H.).

Mzcnensanute manuenty umatr MMSE (MuHHMAaseH perien Ha ICUXUYHOTO ChCTOsSHUE) cKop oT 10-
24,

Ha Tab6nuna 4 mo-nomy ca qajieHu pe3yiaTaTUTe OT NalueHTHTE C KIMHIYHO 3HAa9UM OTTOBOp,
00eIMHEHH OT ABE MPOYYBaHUs C I'bBKAaBa J103a, OT 0OIO TPH OCHOBHHU 26-CEMUYHU MHOT'OLICHTPOBU
MIPOYYBaHMA NP MalMEHTH C JIeKa 10 YMEepPEeHOo TexKa Amnixaiimeposa geMeHIus. KnuHuaao
3HaYMMOTO TOZ0OpEHHEe TIPY T€3H MPOyUYBaHUS € ehUHUPAHO @ priori KaTo monoOpeHue ¢ moHe 4
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touku Mo ADAS-Cog, mono6penne o CIBIC-ITmtoc, mim mone 10% nmonobpenne mo PDS.

OcBeH TOBa Ha chIIlaTa TaOJIUIA € IpecTaBena post hoc nepuHUIMATa Ha OTrOBOPA.

Bropuunata nedununus Ha otroBopa u3ucksa nogoodpenue mo ADAS-Cog ¢ 4 ToUKkH WK TIOBeue,
nurnca Ha Biomasase no CIBIC-ITmtoc u nunca Ha Bnomasane no PDS. Cpennara neiicTBUTEIHA
JTHEBHA 71032 32 OTTOBOPHJINTE TMAIIMEHTH B Tpynara Ha 6-12 mg, criopes Ta3u nedunuims, € 9,3 mg.
BaxHo e 51a ce oTOenexu, 4e CKauTe, H3M0I3BaHN TIPH TOBA TIOKa3aHKe, Ce pa3iinuaBaT U JUPEKTHUTE

CpaBHEHMS Ha PE3YJITATUTE 32 Pa3INYHUTE TEPAIEBTUUHU CPEICTBA HE Ca BAJIUAHH.

Taoauua 4
IManueHTH ¢ KIMHUYHO 3HAYUM oTroBop (%)
Hamepenne 3a jeuenue MocaenHo ocnbIeCTBEHO
Ha0JII0/1eHHe cJIe]l TOBA

Msipka 3a 0TTOBOp PUBACTUTMUH niamnedo PUBACTUTMUH miamnedo

6-12 mg 6-12 mg

N=473 N=472 N=379 N=444
ADAS-Cog: mogobpenne 2]k 12 25%%* 12
c
noHe 4 TOYKu
CIBIC-IIntoc: 29%%* 18 3 Hk 19
moto0peHue
PDS: mogo6penue ¢ mone 6% %% 17 Rl koo 18
10%
[Monob6penne ¢ none 4 10%* 6 12%** 6
touku mo ADAS-Cog 6e3
piiomasane 1mo CIBIC-
[Tmroc u PDS

*p<0,05, **p<0,01, ***p<0,001

Knuaununy npoyuyBaHus IpH JEMEHINS, CBbp3aHa ¢ bonecrra Ha [TapKUHCOH

EdukacHocTTa Ha pUBACTUTMHUH TIPU IEMEHIIHS, CBbp3aHa ¢ OonectTa Ha [[apkUHCOH, € TToKa3aHa Ipu
eIHOo 24-CeIMUYHO MHOTOIIEHTPOBO JBOWHOCIIAIO, IJIAe00-KOHTPOINPAHO OCHOBHO IMPOYYBAHE
HeroBaTa 24-ceIMUYHA OTKpHTA pasmupeHa ¢asa. [lanmuenTure, yaacTBany B TOBa IPOyIBAHE, IMAT
MMSE (MuHHMAaJIEH Tperiie]] Ha ICUXUYIHOTO CheTosiHue) ckop oT 10-24. EdukacHocTTa €
YCTaHOBEHA Upe3 U3IOI3BaHE Ha JBE HE3aBUCHUMH CKaJIM, KOUTO Ca OICHSIBAHHU HA PEIOBHU HHTEPBATH
o Bpeme Ha 6 MEeCeUHHs Iepro] Ha JIEYeHHE, KaKTo € oka3ano Ha Tabmnuma 5 no-momy: ADAS-Cog,
MspKa 3a KOTHUTUBHATA (yHKIHA U 1sutoctHaTa orleHka ADCS-CGIS (KoomepaTHBHO poy4BaHe Ha
Oonectra Ha Anxaiimep — LsuTocTHO BrieyaT/ieHHe Ha KIIMHUIIMCTA 3a TIPOMSHATA).

Taoauna 5
JemeHums, cBbp3aHa ¢ ADAS-Cog ADAS-Cog ADCS-CGIC | ADCS-CGIC
0os1iectra Ha IlapkuHCcOH PMBACTUIMHH | Iu1ane0o PMBACTUIMHUH | IUIanedo
ITT + RDO rpyna (n=329) (n=161) (n=329) (n=165)
CpenHo U3X0THO HUBO + 23,8 £10,2 24,3 £ 10,5 n/a n/a
CO Cpenna npomsiHa cien 2,1+8,2 -0,7+7,5 38+14 43+1,5
24 ceqmuim £ CO
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Kopurupana pasnuka B
JICYCHUETO

P-CTOHHOCT CIIPSIMO
mameo

ITT - LOCF rpyna
CpenHo U3X0IHO HUBO +
(6[0)

Cpenna npomsiHa cien
24 cenmuim = CO

Kopurupana pasnuka B
JIEYEHUETO

P-CTOHMHOCT CIIPSIMO
iane6o

2,88!
<0,001'
(n=287) (n=154)
24,0 £ 10,3 24,5+ 10,6
2,5+ 8,4 0,8 +7.5
3,54!
<0,001'

n/a
0,007?
(n=289) (n=158)
n/a n/a
3,714 43+1,5
n/a
<0,001>

"Bp3 ocnoBa Ha ANCOVA ¢ leueHneTo 1 IbpkaBaTa KaTo (hakTopy 1 u3xoaHoTo HuBo ADAS-Cog
KaTo KOBapHaIlOHHA MpOoMeHnBa. [looXuTeTHITEe TPOMEHHN 03HaYaBaT IIo100peHHe.

? 3a y06CTBO ca MpeICTaBeHN CPEeIHUTE CTOMHOCTH, AHAM3BT 10 KATETOPHH € U3BBPIIEH KaTo €
M3M0JI3BaH TecTa Ha van Elteren
ITT: Hamepenue 3a neyenue (Intent-To-Treat); RDO: [TannenTy, npexxaeBpeMeHHO HAITyCHAITN
npoyusaneTto (Retrieved Drop Outs); LOCF: Ilocnenno usBspimeno nadmronenue (Last Observation

Carried Forward).

Brmpeku, e neueOHUAT eheKT € MoKa3aH 3a LsjIaTa HoMyJaus Ha MPOyYBaHeTo, TaHHUTE
MIpeAToaraT, 4e Io-TroJIsIM TepaneBTH4eH e()eKT B CpaBHEHHE C IIIanedo ce HabIronaBa mpu
HOArpyIaTa MalieHTH C yMEpeHa JeMEHIus, cBbp3aHa ¢ Oonectra Ha [lapkuncon. Ilogo6Ho Ha TOBa
IO-TOJISIM TepareBTHUCH eeKT ce HabIro1aBa MpH MAIEeHTHTE ChC 3PUTETHHI XaTIOIMHAINHN (BXK.

Tabnuna 6).

Taoauna 6

Jdemennus, cBbp3aHa ¢
0oJsiectTa Ha [lapkuHCOH

ADAS-Cog
PUBACTUTMHH

ADAS-Cog
nJjianeoo

ADAS-Cog
PUBACTUTMHH

ADAS-Cog
nJjianeoo

IManueHTH CHC 3PUTEJIHHA

IManuentu 0e3 3puTeHU

XAJIOIMTHALHH XAJIOIMTHALHH
ITT + RDO nonyaanus (n=107) (n=60) (n=220) (n=101)
Cpenno uzxoaHo auBo £+ CO | 254+9.9 27,4+10,4 23,1+10,4 22,5+10,1
Cpenna npomMsiHa cien
24 cenmurm = CO 1,0+£9,2 -2,1+83 2,6 £7,6 0,1+6,9
Kopurupana paznuka B
JICYCHUETO 427! 2,09!
P-CTOHHOCT CIIPSIMO T1ae0o 0,002! 0,015

IManuenTu ¢ ymepena
nemenuuss (MMSE 10-17)

IlanmueHnTH c jeka
nemenuust (MMSE 18-24)
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ITT + RDO nony.aauus (n=87) (n=44) (n=237) (n=115)

Cpenno uzxonuo oo = CO | 32,6 + 10,4 33,7+ 10,3 20,6 £7,9 20,7+7,9
Cpenna npomsiHa cien
24 ceamunu + CO 2,6 9,4 -1,8 £7,2 1,9+7,7 -0,2+£7,5

Kopurupana pasnuka B
JIEYEHUETO 473! 2.14!
P-CTOMHOCT CIIpsIMO IL1ane0o 0.002! 0.010'

" Bs3 ocuosa Ha ANCOVA ¢ Bujia jIeUeHHE U J'bpkaBaTta KaTo (pakTopu v U3X0aHOTO HUBO ADAS-
Cog kaTo KoBapHaIoHHa MpoMeHIHBa. [10I0KUTETHUTE IPOMEHN 03HAYaBaT MOJJO0pEHIE.

ITT: Hamepenue 3a nedyenne (Intent-To-Treat); RDO: [TanmenTH, npexxaeBpeMeHHO HaITyCHAIIN
npoyusaHero (Retrieved DropOuts)

EBporeiickara areHIus 1o JiekapcTBaTa 0CBOOOXKIaBa OT 3aJb/DKEHHETO 3a MTPEOCTaBsIHe Ha
pe3yiTaTHTE OT MPOYYBaHHUATA C PUBACTUTMUH BbB BCUYKH HOATPYIU Ha ITeHaTPUYHATA ITOITYJIAIHs
IIpH JIeUeHre Ha AJIIXaiiMepoBa JeMEHITUS U JSMEHITU, TP UanonaTuiHa oonect Ha [lapkuHCOH
(Bk. Touka 4.2 3a uH(GOpMaIA OTHOCHO YIIOTpeOa B MeIuaTpusTa).

5.2 @apMakoKkHHETHYHHU CBOiiCcTBA

PuBacturmus, TabiaeTky, AUCHIEPrUpAII Ce B ycTaTa € OMOCKBUBAICHTEH HA pUBACTUTMHH KaIICyJIH,
CHC CXOZIHO HUBO H CTETeH Ha abcopOiust. PuBacTurMuH, TabIeTKH TUCTIEPTHPAIIN CE B YCTaTa MOXKe
Jlace M3I0J13Ba KaTo aJITepHaTHBa Ha PUBACTUTMUH KallCyJIH.

AbcopOrtus
PuBacturmut ce abcopbupa 66p30 1 HabIHO. [[HKOBUTE TUIA3MEHN KOHIICHTPAIIMHU CE TOCTUTAT CIIS]T

npuban3uTenHo 1 yac. B pe3ynrat Ha B3aMMOJIEHCTBHETO HA PUBACTUTMUH C TAPTETHUS SH3UM,
MTOBUIIICHUETO HA OMOHATMIHOCTTA € OKOJIO 1,5 TBTH MO-BHCOKO OT 0YAaKBAHOTO OT IMMOBUIIIEHUETO HA
Jo3ata. AGComoTHaTa OMOHAIMYHOCT CJief] 103a OT 3 mg € okoio 36%+13%. [IpuembT Ha
PHUBACTHTMUH TI0 BpeMe Ha XpaHeHe 3a0aBs abcopOuusaTa (Tma) ¢ 90 MuHyTH 11 TOHMKABA Crax ¥
nosumasa AUC ¢ npubausurenso 30%.

Pasnpenenenue
CBBp3BaHETO HA PUBACTUTMHUH C TUIa3MeHNTe OenThim e npuomusurentHo 40%. Toil recHo mpemMnHaBa

KPBBHO-MO3buHaTa Oapuepa U MMa MPUBHICH 00eM Ha pasmpezescHue B rpanunure Ha 1,8-2,7 I/kg.

Bbuorpancdopmanus

PuBacturmun ce Metabonn3npa Obp30 1 B 3HAYUTENTHA CTETICH (TIOTYKHUBOTHT B TUIa3Marta e
NpUOIU3UTENHO 1 Yac) TIaBHO Ype3 XONMHeCTepa3a-MeAnNpaHa XUAPoIn3a 10 JekapOaMUIpaH
MeTa0oNuT. [n Vitro TO31 METa0ONUT MMOKa3Ba MUHUMAIIHO MHXNONWPAHe Ha alleTHIXOIMHECTepa3aTa

(<10%).

B®3 ocHOBa Ha poy4BaHus in vitro He ce 04akBaT (papMaKOKHHETHYHN B3aUMOJICHCTBUS C
JIEKapCTBEHH MPOIYKTH, KOUTO CE METAOOIM3UPAT OT CleIHUTE NUTOXpoM n3oeH3nmu: CYP1A2,
CYP2D6, CYP3A4/5, CYP2EL, CYP2C9, CYP2CS8, CYP2C19 nnmu CYP2B6. B3 ocHoBa Ha
JIOKa3aTeJICTBAaTa OT MPOYUBAHUS in Vitro U IPU KUBOTHU OCHOBHUTE HUTOXpOoM P450 nzoensumu
y4acTBaT B MUHMMAJIHA CTETEH B METa00IM3Ma HA pUBACTUIMUH. TOTATHUAT IIa3MeH KIMPBHC Ha
puBacturmuH € npubmmsurenno 130 l/gac cnen uaTpaBeHosHa no3a ot 0,2 mg u HamamnsaBa 1o 70 l/gac
Clle]] UHTPaBEHO3Ha 71032 0T 2,7 mg.

Eanmubupane
B ypunara He ce OTKpHBa HEIPOMEHEH pUBACTUTMUH. brOpeuHaTa ekcKpenrs Ha MeTaboIUTHTE €

IJIABHUAT BT HA enuMuHupane. Cie npuiaraneTo Ha ' *C-pHBaCTUTMUH eTMMUHUPAHETO Upe3
O0p0peruTe € 6BP30 U Ha mpakTUKa ITBHIHO (>90%) B pamkute Ha 24 gaca. [lo-manko ot 1% ot
NPUIIOKEHATa 71032 ce eKcKpeTrpa ¢ dereca. JIuncea kymysimpaHe Ha pUBaCTUIMUH WM Ha
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JekapOaMuIIpanns MeTa0oJHT MPH MalneHTH ¢ 6osrecT Ha Auxaiimep.

[NomynanmoHHuAT PpapMakOKHHETHYEH aHaIN3 TI0Ka3Ba, 4e yrmorpedara Ha HUKOTHH ITOBHIIIABA
MepOpaTHUs KIUPBHHC HA PUBACTUTMHUH ¢ 23% IpH MaIMeHTy ¢ 6oiect Ha AnuxaiiMep (n=75 mymadu
n 549 Hemymaum) Ipu repopaieH IprueM Ha pUBaCTUTMUH B 03U 110 12 mg/meH.

Crapyecka Bb3pact

Bbrpeku ye OMOHAIMYHOCTTa HA PUBACTHIMUH IIPH XOpa B CTapuecka Bh3PaCT € MO-BUCOKA
OTKOJIKOTO TIPH MJIAJTU 3/IPaBH JTOOPOBOJIIIH, IPOYIBAHUATA TIPH IMAIUEHTH ¢ OoJiecT Ha AJIxaiimMep Ha
BB3pacT Mexy 50 u 92 roguHu He MoKa3BaT MPOMsIHA B OMOHATTMYHOCTTA C Bh3pacTTa.

YepHOoApOOHO YBpEKIAHE

Cinax HA pUBACTUTMHUH € puoOIu3uTenHo 60% mo-sucoka 1 AUC 3a pUBaCTHTMUH € TIOBEYE OT JBa
II'BTH TI0-BUCOKA TIPH JIMAIA C JISKO JI0 YMEPEHO TEIKKO YePHOIPOOHO YBPEkIaHE OTKOJIKOTO MPH
3[[paBH JIMIIA.

Bbrbpeuno yBpexaane

Cmax u AUC Ha pUBaCTUIMHH Ca IIOBEYE OT ABA II'BTH MO-BUCOKHU IPH JIUIA C YMEPEHO OBOPEIHO
yBpeXJaHe B CpaBHEHHE ChC 31paBu juna. Odade, HaMa npomenn B Cmax u AUC Ha puBacTHIMUH
TIPH JIUTIA C TEXKO OBOPEUHO yBpEKIAHE.

5.3 TlpenkJAMHUYHU JaAHHU 32 0€30MACHOCT

HpOy‘{BaHI/I}ITa 3a TOKCUYHOCT P MHOT'OKPATHO IIpUJiaralne mpu 1iIbX0BE, MUIIKHU U Ky4€Ta ITOKa3BaT
CAUHCTBCHO e(l)eKTI/I, CBBpP3aHU CHC 3aCUJICHO (bapMaKOJ'IOFI/I‘IHO HeﬁCTBHe. Hee Ha6J'II-O}IaBaHa
TOKCHYHOCT KbM IIPHULECJIICH OpraH. HpI/I IIpOoy4YBaHUs BbPXY KUBOTHU HE Ca IMMOCTUTHATU I'PaHULN HA
0e30macHOCT 3a CKCIIO3UIMATA Ha XOpa Mopaju 4YyBCTBUTCIIHOCTTA HAa U3IOJI3BAHUTEC MOJIC/IN BBPXY
JKHUBOTHH.

PuBacTUrMuH He € MyTareHeH Ipu OaTepus OT CTaHJapTH3UPAHU in Vitro W in vivo TECTOBE, OCBEH IPH
TecTa 3a XpOMO30MHH abepalliy B YOBELIKM JTUMPOLUTH OT HepudepHa Kpbs B 103a 10* mbTH mo-
BHCOKA OT MaKCUMAaJIHATa KIIMHUYHA €KCIIO3ULMA. MUKPOHYKIEAPHUAT TECT i7 Vivo € OTPULATEICH.
I'maBauat mMetabonut NAP226-90 chIno He oKa3Ba TeHOTOKCUYEH MOTEHIHAIL.

JlumcBar mokasaTelicTBa 3a KapHIICPOTSHHOCT MPH MPOYYBAHKSTA C MUIIKU H TUTHXOBE ¢ MAKCUMAITHO
MMOHOCHMA 1033, BBIIPEKH Y€ SKCIIO3UIMSITA Ha PUBACTUTMUH 1 METAaOOIUTHTE MY € ITO-HUCKA OT
eKcro3uimATa rmpu xopa. Koraro ce npen34yuciy KbM HOBBPXHOCTTA HA TSUIOTO, €KCIIO3HUIIUATA Ha
PHBACTUTMHH M META0OIUTUTE MY € MPUOIU3UTEIIHO EKBUBAJICHTHA HA MAKCHMAJIHO NIPENOphuBaHaTa
J103a TIpH Xopa oT 12 mg/neH; obayde, B CpaBHEHUE C MaKCUMaJHATa JHEBHA 7032 IIPH X0pa, IPU
’KUBOTHH C€ TTOCTUTA IPUOTUZUTEIHO 6 ITBTH MO-BUCOKA €KCIIO3HIIS.

IIpu KMBOTHY PUBACTUTMUH IIPEMHHABA IIPE3 IUIALEHTATA U C€ EKCKPETUPA B MIIIKOTO.
IIpoyuBaHusTa Ha NEPOPATHOTO IPUIIOKEHHUE TIPU IUTBXOBE U 3alLIM HE AaBaT JOKa3aTeICTBa 3a
TE€pAaTOreHEeH NOTEHIMAN OT CTPAHA HA PUBACTUTMUH. B MpoyuBaHUs HA IEPOPATTHOTO MPUIIOKEHHE
MIPU MBXKH ¥ )KESHCKH IUThXOBE, HE ca HaOII0JaBaH! HeKelnaH! e()eKTH Ha PUBACTUTMUH BBPXY
(epTHANTETA U PENIPOLYKTUBHATA CIIOCOOHOCT HUTO MPH IMOKOJIEHUETO Ha POAUTEIUTE, HUTO TIPH
MaJIKUTE Ha T€3U POIUTENH.

B mpoyuBaHe mpu 3aiiu € yCTaHOBEH MOTEHIIMAI Ha PUBACTUTMHH Ja MPEIU3BUKBA JICKO Apa3HEHE Ha
OUNTE/TINTABULIUTE.

6. OAPMALEBTUYHUA JAHHU

6.1 CnuchbK HA IOMOIIHUTE BEIECTBA

Manurton
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MukpokpHcTanHa [enyao3a

XUAPOKCUTTPOTTUIIIETYI03a

ApomMaT Ha JDKOJDKEH (MEHTOBO MAacyo, IIAPEBUYEH MaJITOACKCTPHH)
Apowmar Ha MeHTa (MaJTOJEKCTpHH, apadcka ryma, copouroin (E 420), maciio oT nmojiicka MeHTa, L-
MEHTON)

Kpocnosunon

Kanmues cunukar

Marne3ues creapar

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

3 roguHu

6.4 CpoenmajHH yCJI0BHMSI HA CbXpPaHeHHe

ToBa iekapCcTBO HE M3KCKBA CIEIMATHU YCIOBHUS 33 ChbXpaHCHHE.

6.5 Buau chrabpkaHne HA ONIAKOBKAaTAa

14x 1 (camo3a 1,5mg),28x1,30x 1,56 x 1, 60 x 1 mnm 112 x 1 Tabnerka B nmepdopupan
ennono3oB onucrep ot OPA/AI/PVC donmo u PET/Al otnensaio ce domnuo, B KyTus.

He Bcuuky BHIOBE ONTaKOBKH MOTAT Jla ObJaT IyCHATH B POJaK0a.
6.6 CrnenmaJHyu Npeala3Hu MEPKM IPH U3XBbPJIsiHE

Hsama CIICIMaJITHU U3UCKBAHUA 3a U3XBBPJIAHC.

7. HPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Nimvastid 1,5 mg TaGieTKH, AUCIEPrUpaIy ce B ycTara

14 x 1 Tabnetka, nucnieprupantu ce B ycrara: EU/1/09/525/026
28 x 1 TabneTka, qucneprupariu ce B ycrata: EU/1/09/525/027
30 x 1 Tabnerka, muctieprupanty ce B ycrara: EU/1/09/525/028
56 x 1 Tabnetka, aucneprupariiy ce B ycrata: EU/1/09/525/029
60 x 1 Tabnerka, mucrieprupantu ce B ycrara: EU/1/09/525/030
112 x 1 rabnetka, nucneprupanu ce B ycrata: EU/1/09/525/031

Nimvastid 3 mg TabneTku, AMCHEPrupaly ce B ycraTa

28 x 1 Tabnerka, nucnieprupantu ce B ycrara: EU/1/09/525/027
30 x 1 TabneTka, aucneprupariu ce B ycrata: EU/1/09/525/028
56 x 1 Tabnerka, qucniepruparu ce B ycrata: EU/1/09/525/029
60 x 1 TabneTka, qucneprupaiiu ce B ycrata: EU/1/09/525/030
112 x 1 TabmeTka, ucneprupamy ce B ycrata: EU/1/09/525/031

Nimvastid 4,5 mg TabaeTKH, AUCIIEPTUPAIINA CE B YCTATa
28 x 1 Tabnetka, nucnieprupaiiu ce B ycrara: EU/1/09/525/027
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30 x 1 Tabnerka, qucniepruparu ce B ycrata: EU/1/09/525/028
56 x 1 TabneTka, nucnieprupamy ce B ycrata: EU/1/09/525/029
60 x 1 Tabnerka, aucnieprupariu ce B ycrata: EU/1/09/525/030
112 x 1 Tabnetka, qucneprupaniu ce B ycrara: EU/1/09/525/031

Nimvastid 6 mg TabieTKu, TUCTIEPTUPALIH Ce B yCTaTa

28 x 1 TabneTka, qucriepruparniu ce B ycrata: EU/1/09/525/027
30 x 1 TabneTka, nucneprupaiy ce B ycrtata: EU/1/09/525/028
56 x 1 Tabnerka, qucnieprupaimy ce B ycrata: EU/1/09/525/029
60 x 1 TabneTka, nucneprupainy ce B ycrata: EU/1/09/525/030
112 x 1 TabneTka, nucneprupainy ce B ycrara: EU/1/09/525/031

9. JATA HA ITbPBO PA3PEINIABAHE/IIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ara Ha nbpBO paspewmanane: 11 Maii 2009 r.
Jara Ha mociieqHOo mogHOBsBaHe: 16 SAnyapu 2014 r.

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

[TonmpoOHa nH(pOpManus 3a TO3M JIEKAPCTBEH MPOIYKT € MPeJOCTaBeHa Ha yeOcaiiTa Ha EBporietickaTta
areHIwMsI 110 JIeKapcTBaTa https:// www.ema.europa.eu.
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INPUJIOKEHMUE 11
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOX/IABAHE HA ITIAPTUIHN
YCJIOBUSA NJIM OTPAHUYEHUSA 3A JOCTABKA U YIIOTPEBA
APYI' YCJOBUSA U UBUCKBAHUSA HA PASPELLIEHUETO 3A YIIOTPEBA

YCJIOBUSA NJIM OTPAHUYEHNA 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA

HA JIEKAPCTBEHUS ITPOJAYKT
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A. TTPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/IABAHE HA ITAPTU/IN

HMe u azipec Ha IPOU3BOJUTENS OTTOBOPEH 3a OCBO60)KI[aBaHC Ha NMapTHAUTEC

I§RKA, d.d., Novo mesto

Smarjeska cesta 6

8501 Novo mesto

Cnosenust

[lewaTHaTa MHCTOBKA HA JIGKAPCTBEHUS IPOIYKT TPsiOBa 1a ChIbpkKA UMETO U ajgpeca Ha
MIPOM3BOANTENS, OTTOBOPEH 32 OCBOOOXKAaBaHETO HA CHOTBETHATA ITApPTH/IA.

b. YCJOBUSA NN OTPAHUYEHNSA 3A JOCTABKA U YIIOTPEBA
JlexapcTBeH NMPOAYKT Ha OTpaHUYCH PEeXHUM Ha oTmyckane (Bx. [Ipunoxenne I: Kpatka
XapaKTepUCTUKA Ha MPOAYKTa, Touka 4.2).

B. JPYI'M YCJIOBUA N UBNCKBAHUSA HA PASPELLIEHUETO 3A YIIOTPEBA
. Ilepuoanyunu akTyanusupanu aokjaaau 3a 6ezonacuoct (ITAIB)

MsuckBanusra 3a nonaane Ha [TAJ[b 3a TO3u neKapcTBEH MPOAYKT ca MOCOUYEHU B CITUCHKA C
pedepentaute gatu Ha EBponeiickus cvio3 (EURD cnincwk), npeasuzaes B wi. 1078, ann. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIEABAIIN aKTyaU3alnH, MyOJIUKYBaHH Ha €BPOIIEHCKHS
yeOmopTal 3a JeKapcTBa.

.  YCJIOBUA NI OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. Ilnan 3a ynpaBJjenue Ha pucka (ITYP)

He e npunoxumo.
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INPUJIOKEHMUE II1

JAHHHU BBPXY OIIAKOBKATA U JINCTOBKA
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JAHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA U
II'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHS 3A BJIMCTEPA U KOHTEVMHEP 1 ETUKET HA KOHTEMHEPA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Nimvastid 1,5 mg TBbpAN Karcyau

PpUBaCTUTMUH

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpIa Kancyna cbhIbpKa pUBaCTUTMUHOB XUIPOTreHTapTapaT, CbOTBETCTBall Ha 1,5 mg
PUBacCTUTMUH.

‘ 3. CITMCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpHa kamcyma

oamcTep:
14 TBBpaM Kancynu

28 TBBpAU KaICyIu
30 TBBpM KarCyH
56 TBBpPAM KaICyJIu
60 TBBpAU KaICylIH
112 TBBpAUM Kamcyau

KOHTEHHep:
200 TBBpAU Karncyiu

250 TBBpIU KaICyn

S. HAYYH HA ITPUJIOKEHUE U ITBbT(MIIIA) HA BBBEXKJIAHE

3a nepopaiHO NPUIOKEHHUE
Ipenu ynorpeda npoyereTe TUCTOBKATA.

6. CHELMAJIHO NPEAYNPEKIEHUE, YE JJEKAPCTBEHUST NPOAYKT TPSIEBA
JIA CE CbXPAHSIBA HA MSICTO JIAJIEYE OT HOTJIEJIA U IOCET A HA JELIA

Ila ce chxpaHsiBa Ha MSCTO, HEIOCTBITHO 32 JIEIIa.

‘ 7. APYI'U CIIEHMAJTHU NPEAYIPEXKJIEHUS, AKO E HEOBXO/IUMO

I[a CC Morjbplia nsdaiaa 0e3 Ppa3vyyIlBaHC UM OTBApsHE.
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‘ 8. JATA HA U3THYAHE HA CPOKA HA TOAHOCT

T'onmen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIENOUAJIHM ITPEJAITA3ZHA MEPKHU ITPU NU3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIN OTHHAIBYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHUBA

11. HME U AIPEC HA IPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

14 eppau kancymu: EU/1/09/525/001
28 tBBpau Kancymm: EU/1/09/525/002
30 Tepam Kamcyau: EU/1/09/525/003
56 tBepau kancyau: EU/1/09/525/004
60 tBepam kancymu: EU/1/09/525/005
120 tBBpau kancymu: EU/1/09/525/006
200 TBepau kancymm: EU/1/09/525/047
250 tBepau kamcymu: EU/1/09/525/007

13. TNAPTHUJEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

| 15.  YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Nimvastid 1,5 mg (camo Ha KapTOHEHATa KyTHS)

| 17. YHUKAJIEH UAEHTUDOUKATOP — JIBYU3MEPEH BAPKO/{

JByn3aMepeH 0apKoJi ¢ BKIOUYCH YHUKAJICH HISHTH(PUKATOD

(caMo0 Ha KapTOHEHATa KYTHS)
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18. YHHUKAJIEH HWIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
<NN>

(caMo Ha KapTOHEHATa KYTHS)
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 1,5 mg TBbpAN Karcyiu

PUBACTUTMHUH

| 2. UME HA TIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TNYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUAEH HOMEP

Lot

5. JPYIO

Y|



JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA U
II'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHS 3A BJIMCTEPA U KOHTEVMHEP 1 ETUKET HA KOHTEMHEPA

1.

HUME HA JIEKAPCTBEHUSA ITPOAYKT

Nimvastid 3 mg TBBpAN Karcyiau

PpUBaCTUTMUH

2.

OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpIa Kancyna cbIbpKa pUBaCTUTMUHOB XUIPOreHTapTapaT, CbOTBETCTBAL HAa 3 mg
PUBacCTUTMUH.

| 3.

CITMCBK HA TIOMOIIHUTE BEINECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpHa kamcyma

oamcTep:
28 TBBpAM KarcCyin

30 TBBpAM KaICyIu
56 TBBpIM KarCyn
60 TBBpAM KaTCyJIu
112 tBBpaM Karcyiu

KOHTEHHep:
200 TBBpaM KaICyn

250 TBBpAU Karncyiu

5.

HAYHYH HA TPUJIOXEHUE U TbT(UIIA) HA BBBEKJIAHE

3a mepopasHo MPUIOKEHUE
IIpenu ynorpeba mpouereTe IMCTOBKATA.

6.
JA CE CbXPAHSIBA HA MSCTO JAJIEYE OT HOIVIEJA U TOCEI'A HA IEINA

CIIEHUAJIHO NIPEAYHNPEXJIEHHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA

I[a C€ CbXpaHsABa Ha MsCTO, HEAOCTHIIHO 3a ACLA.

2

JAPYI'U CIIEHNUAJIHUA NPEAYIPEXKIEHUA, AKO E HEOBXOJUMO

Ja ce mormpma 1suta 6e3 pa3dynBaHe WK OTBapsHE.
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‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

T'onmen no:

9. CIIEIIMAJIHUA YCJIOBUS HA CbXPAHEHUE

10. CIEOUWAJHU NPEAITAZHU MEPKU ITPU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAJIBYHU MATEPUAJIN OT THAX,
AKO CE N3UCKBAT TAKHBA

11. HWME U AJIPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CiioBeHust

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

28 tBBpau kancyiau: EU/1/09/525/008
30 tBepau kancymu: EU/1/09/525/009
56 TBepau Karcynu: EU/1/09/525/010
60 tBBpau Kancyan: EU/1/09/525/011
120 tBepan xamcymu: EU/1/09/525/012
200 TBppau kancynu: EU/1/09/525/048
250 TBepam xamcynu: EU/1/09/525/013

13. HNAPTHUIEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. VYKA3AHNA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Nimvastid 3 mg (camo Ha KapTOHEHATa KYTH)

‘ 17. YHHUKAJIEH HWIEHTHO®UKATOP — IBYU3MEPEH BAPKO/I

JIByn3MepeH 0apKoJI ¢ BKIFOUCH YHUKAICH HICHTHPUKATOD

(caMo Ha KapTOHEHATa KYTHS)

‘ 18. YHHUKAJIEH HWIEHTUHO®UKATOP — JAHHU 3A YETEHE OT XOPA
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SN
<NN>

(caMo Ha KapTOHEHATa KYTHS)
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Nimvastid 3 mg TBBpIU Kancyiu

PUBACTUTMHUH

| 2. HUME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TNYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUAEH HOMEP

Lot

5. JPYIO
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JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA U
II'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHS 3A BJIMCTEPA U KOHTEVMHEP- ETUKET HA KOHTEMHEPA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Nimvastid 4,5 mg TBbpAN Karcyau

PpUBaCTUTMUH

2. OBSABABAHE HA AKTUBHOTO/UTE BEHIECTBO/A

Bcesika TBBpIa Kancyna cbIbpika pUBaCTUTMUHOB XUIPOTreHTapTapaT, CbOTBETCTBAl Ha 4,5 mg
PUBacCTUTMUH.

‘ 3. CITMCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpHa kamcyma

oamcTep:
28 TBBpAM KarcCyin

30 TBBpAM KaICyIu
56 TBBpIM KarCyn
60 TBBpAM KaTCyJIu
112 tBBpaM Karcyiu

KOHTEHHep:
200 TBBpaM KaICyn

250 TBBpAU Karncyiu

5. HAYHMH HA NPUJIOKEHUE U ITBbT(UIIA) HA BBBEKJIAHE

3a mepopasHo MPUIOKEHUE
IIpenu ynorpeba mpouereTe IMCTOBKATA.

6. CIIEHUAJIHO NIPEAYHNPEXJIEHHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT HOTJVIEJJA U TOCEI'A HA IELTA

I[a C€ CbXpaHsABa Ha MsICTO, HCAOCTBHIIHO 3a ACLaA.

‘ 7. JAPYI'U CIIEHNUAJIHUA NPEAYIPEXKIEHUA, AKO E HEOBXOJUMO

Ja ce mormpma 1suta 6e3 pa3dynBaHe WK OTBapsHE.
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‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

T'onmen no:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIEOUWAJHHA NPEAITAZHU MEPKHU ITPU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAJIBYHU MATEPUAJIN OT THAX,
AKO CE N3UCKBAT TAKHBA

11. HWME U AJIPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, 8501 Novo mesto, CnoBeHust

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

28 tBppau kancyiau: EU/1/09/525/014
30 tBepau kancymu: EU/1/09/525/015
56 TBbppau Karcynu: EU/1/09/525/016
60 tBBpau Kancyan: EU/1/09/525/017
120 tpaun xancymm: EU/1/09/525/018
200 TBBpau xancynau: EU/1/09/525/049
250 TBepam kancymn: EU/1/09/525/019

13. HNAPTHUIEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUIA 3A YIHOTPEBA

‘ 16. HH®OPMAIUA HA BPAMJIOBA A3BBYKA

Nimvastid 4,5 mg (camo Ha KapTOHEHaTa KYTHs)

I 17. YHUKAJIEH HWIEHTHO®UKATOP — IBYU3MEPEH BAPKO/I

JByusmepeH 6apkoj ¢ BKIIOUCH YHUKAJICH UACHTU(UKATOP

(caM0 Ha KapTOHEHAaTa KyTHUs)

‘ 18. YHUKAJIEH NTIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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(caMo Ha KapTOHEeHATa KyTHS)
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MUHUMYM JAHHHU, KOUTO TPABBA JJIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 4,5 mg TBbpAN Karcyiu

PUBACTUTMHUH

| 2. HUME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TNYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUAEH HOMEP

Lot

5. JPYIO
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA U
II'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHS 3A BJIMCTEPA U KOHTEVMHEP- ETUKET HA KOHTEMHEPA

1.

HUME HA JIEKAPCTBEHUSA ITPOAYKT

Nimvastid 6 mg TBBpAN Karcyiu

PpUBaCTUTMUH

2.

OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpIa Kancyna cbIbpKa pUBaCTUTMUHOB XUIPOreHTapTapaT, CbOTBETCTBAL Ha 6 mg
PUBacCTUTMUH.

| 3.

CITMCBK HA IOMOIIHUTE BEINECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpHa kamcyma

oamcTep:
28 TBBpAM KarcCyin

30 TBBpAU KaICyIH
56 TBBpIM KarCyn
60 TBBpAM KaTCyJIu
112 tBBpaM Karcyiu

KOHTEHHep:
200 TBBpaM KaICyn

250 TBBpAU Karncyiu

5.

HAYHMH HA NPUJIOKEHUE U ITBbT(UIIA) HA BBBEKJIAHE

3a mepopasHo MPUIOKEHUE
IIpenu ynorpeba mpouereTe IMCTOBKATA.

6.
JA CE CbXPAHSIBA HA MSCTO JAJIEYE OT HOIVIEJA U TOCEI'A HA IEINA

CIIEHNUAJIHO NPEAYINPEXIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA

I[a C€ CbXpaHsABa Ha MsICTO, HCAOCTBHIIHO 3a ACLaA.

2

JAPYI'U CIIEHNUAJIHUA NPEAYIPEXKIEHUA, AKO E HEOBXOJUMO

Ja ce mormpia 1su1a 6e3 pa3dynBaHe UM OTBapsHE.
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‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

T'onmen no:

9. CIIEIIMAJIHUA YCJIOBUS HA CbXPAHEHUE

10. CIEOUWAJHHA NPEAITAZHU MEPKHU ITPU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAJIBYHU MATEPUAJIN OT THAX,
AKO CE N3UCKBAT TAKHBA

11. HWME U AJIPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CiioBeHust

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

28 tBppau kancyiau: EU/1/09/525/020
30 Teppau Kancyau: EU/1/09/525/021
56 TBepau Karcynu: EU/1/09/525/022
60 tBBpau Kancyan: EU/1/09/525/023
120 tBepam xancymu: EU/1/09/525/024
200 TeBpau xancyau: EU/1/09/525/050
250 TBepau karncymm: EU/1/09/525/025

13. HNAPTHUIEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUIA 3A YIHOTPEBA

‘ 16. HH®OPMAIUA HA BPAMJIOBA A3BBYKA

Nimvastid 6 mg (camMo Ha KapTOHEHATa KYTHsI)

I 17. YHUKAJIEH HWIEHTHO®UKATOP — IBYU3MEPEH BAPKO/I

JByusmepen 6apKoj ¢ BKIIOYCH YHUKAJICH UICHTU(UKATOP

(caM0 Ha KapTOHEHATa KyTHUs)

I 18. YHMKAJIEH NTIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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(caMo Ha KapTOHEeHATa KyTHS)
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 6 mg TBEpPIU Kancyiu

PUBACTUTMHUH

| 2. HUME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TNYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUAEH HOMEP

Lot

5. JPYIO
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 1,5 mg TabneTku, AUCTIEpPrUpaIIN Ce B ycTaTa

PUBaCTUTMUH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka, nucrieprupaiia ce B ycraTa ChIbpika pUBACTUTMIHOB XHPOTCHTapTapar,
CBHOTBETCTBAIN Ha 1,5 mg puBacTUTrMUH.

3. CIIMCBK HA ITIOMOIIHUTE BEIIECTBA

Coabpxa ceio copouton (E 420).
[Ipemu ymorpeba mpoueTere IMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Tabnerka, AUCHEprupaIia ce B ycrara

14 x 1 Tabnerka, mucrieprupamnia ce B ycrara (camo 3a Nimvastid 1,5 mg)
28 x 1 TabneTka, qUCIIEpTUpaIia ce B ycrara

30 x 1 Tabnetka, AucIeprupala ce B ycrara

56 x 1 Tabnerka, qUCIIEprupania ce B ycrara

60 x 1 TabneTka, qucrieprupaiia ce B ycrara

112 x 1 TabneTka, AECHIEPTUpAIIa CE B yCTaTa

5. HAYHH HA TPUJIO)KEHUE U ITbT(MIA) HA BHbBE/KJIAHE

3a nepopasHo MPUIOKEHHE.
[Ipeau ynorpeba npouereTe INCTOBKATA.

He numnaiite TabIeTKUTE C BIAXKHU psLe, Thil KATO TOBA MOXKE J1a TH HATPOLIH.

1. IMpunepxaiiTe OMECTEpHATa OMAKOBKA B KpauIata M OTACICTe €QHa OJMCTepHA KIETKa OT
OCTaHaJIaTa 4acT Ha OimcTepa upes JIeKO pa3KbCBaHe 0 NMepoparyaTa OKOJIo Hesl.

2. [ToBnuraeTre Kpas Ha POJIMOTO ¥ TO OTCTPAHETE HAITBITHO.

3. W3cunere tabnerkaTa B pbKa.

4. ITocraBere TabneTkaTa BBPXY €3WKa BEIHAra CJIE/ M3BAXKJAHETO I OT ONTaKOBKATa.

TabreTkara ce pa3TBaps B yCTaTa U ce MOMIBIINA ChC WM O€3 BOja.
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6. CIIEIlMAJIHO NPEAYNPEXKXKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CbXPAHSABA HA MSCTO JAJIEYE OT IIOTJIEJJA U JIOCETI'A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a AC1aA.

| 7. JIPYTM CHEIMAJIHM NPEAYIPEXAEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

10. CIHELNUAJIHU ITPEAIIA3ZHUA MEPKU I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UJIN OTHHAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJPEC HA IPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CiroBeHust

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

14 x 1 TabneTka, mucneprupaiia ce B ycrara: EU/1/09/525/026
28 x 1 TabneTka, mucneprupaiia ce B ycrara: EU/1/09/525/027
30 x 1 rabnerka, qucneprupama ce B ycrata: EU/1/09/525/028
56 x 1 Tabnerka, mucreprupaiia ce B ycrata: EU/1/09/525/029
60 x 1 Tabnerka, nucneprupama ce B ycrara: EU/1/09/525/030
112 x 1 Tabnerka, nucneprupamnia ce B ycrara: EU/1/09/525/031

13. TMAPTHUJAEH HOMEP

ITapt. Ne

| 14. HAYUH HA OTIIYCKAHE

| 15.  YKA3AHWUSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Nimvastid 1,5 mg
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‘ 17. YHHUKAJIEH WAEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JBym3mepen 0apKoj ¢ BKIIFOUEH YHUKAIICH HICHTH(DUKATOD

‘ 18. YHUKAJIEH MAEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
<NN>

56



MUHUMYM JAHHHU, KOUTO TPABBA JJIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Nimvastid 1,5 mg TabneTku, AUCTIEPTUpAIIH Ce B ycTaTa

p

NBACTUTMUH

2. HNME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

KRKA

3. JATA HA U3TUYAHE HA CPOKA HA 'OJJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JIPYIO

1.
2.

PasknbcaiiTe
Otcrpanere
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 3 mg TabneTku, AUCHEPrUpaIy ce B ycrata

PUBaCTUTMUH

2. OBABABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bcesika Tabnetka, nucrieprupaiia ce B ycraTa ChIbpika pUBACTUTMIHOB XHPOTCHTapTapar,
CBbOTBETCTBAII] HA 3 Mg PUBACTUTMUH.

3. CIIMCBK HA ITIOMOIIHUTE BEIIECTBA

Cwabpxa cpio copouton (E 420).

IIpenu ynorpeba mpoueTeTe IMCTOBKATA.

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Tabnerka, AUCIEPrUpaIla ce B ycTara

28 x 1 TabneTka, qUCIIepryupaiia ce B ycrara
30 x 1 Tabnetka, qucmeprupalia ce B ycrara
56 x 1 Tabnerka, qUCIIEprupania ce B ycrara
60 x 1 TabneTka, qucrieprupaiia ce B ycrara
112 x 1 TabneTka, AECHIEpTrUpaIia ce B ycrata

5. HAYHH HA TPUJIO)KEHUE U ITbT(MIA) HA BHbBE/KJIAHE

3a nepopasHo MPUIOKEHHE.
[Ipeau ynorpeba npouereTe INCTOBKATA.

He numnaiite TabIeTKUTE C BIAXKHU pbLE, ThH KaTo TOBa MOXE Jia T HATPOIIH.

1. [IpunbpxaiiTe OnucTepHATa ONIAKOBKA B KpauIlaTa U OT/ACJIETe eJHa YacT OT OJUCTepHAa KIIeTKa
OT OCTaHaJlaTa yacT Ha OJHcTepa upes JIEKO pa3KbCBaHe Mo nepdopamusra OKoJIo Hesl.

2. [ToBaurHere Kpas Ha POIMOTO M TO OTCTPAHETE HAITBITHO.

3. W3cunere TabneTkaTta B pbKa.

4, [TocraBere TabyeTKaTa BHPXY €3MKa BEJHATA CJIC] U3BAXKIAHETO M OT ONAaKOBKATa.

TabreTkara ce pa3TBaps B yCTaTa U ce MOMIBIINA ChC WM O€3 BOja.
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6. CIIEIlMAJIHO NPEAYNPEXKXKAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBXPAHSIBA HA MSCTO JAJIEYE OT IIOTJIEJA U JIOCET'A HA JIELIA

[Ja ce cpxpaHsaBa Ha MSICTO, HEJJOCTBITHO 32 JIeTia.

7. APYI'N CIIEHUAJIHU TPEAYTIPEXKJIEHUSA, AKO E HEOBXOINMO

‘ 8. JATA HA H3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

10. CIHENUWAJIHU ITPEAITIA3ZHU MEPKU IIPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTITAABYHU MATEPUAJIM OT TSIX,
AKO CE U3UCKBAT TAKNBA

11. HWME U AJPEC HA IPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CiioBeHust

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

28 x 1 Tabnerka, mucneprupama ce B ycrata: EU/1/09/525/032
30 x 1 Tabnerka, nucneprupaia ce B ycrara: EU/1/09/525/033
56 x 1 Tabnerka, mucneprupania ce B ycrara: EU/1/09/525/034
60 x 1 Tabnerka, qucneprupama ce B ycrara: EU/1/09/525/035
112 x 1 Tabmetka, qucrieprupamma ce B ycrata: EU/1/09/525/036

13. MAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIMS HA BPAMJIOBA A3BBYKA
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Nimvastid 3 mg

‘ 17. YHHUKAJIEH NTIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JIBym3mepeH 0apKoj ¢ BKIIOYCH YHUKAJICH HACHTH(UKATOPD

‘ 18. YHUKAJIEH UWIEHTH®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
<NN>
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Nimvastid 3 mg Tabnerku, AUCHIEPrUpAIH Ce B ycTaTa

p

NBACTUTMUH

2. HNME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

3. JATA HA U3TUYAHE HA CPOKA HA 'OJJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JIPYIO

1.
2.

PasknbcaiiTe
Otcrpanere
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 4,5 mg TabneTku, AUCTIEPTUpaIIN CE B ycTaTa

PUBaCTUTMUH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka, nucrieprupaiia ce B ycraTa ChIbpika pUBACTUTMIHOB XHPOTCHTapTapar,
CBhOTBETCTBAIN Ha 4,5 mg pUBaCTUTMUH.

3. CIIMCBK HA ITIOMOIIHUTE BEIIECTBA

Cwabpxa cpio copouton (E 420).
[Ipemu ymorpeba mpoyeTeTe TUCTOBKATA

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Tabnerka, AUCHEprupaIia ce B ycrara

28 x 1 TabneTka, qUcneprupalia ce B ycrara
30 x 1 TabneTka, qUcmeprupania ce B ycrara
56 x 1 Tabnerka, qucmeprupaiia ce B ycrara
60 x 1 Tabnerka, qUCIIEprupania ce B ycrara
112 x 1 Tabnerka, AUCIIeprupalia ce B ycrara

5. HAYUH HA MTPUJIOKEHUE U IbT(UIIA) HA BBBEKJAHE

3a mepopasHo MPUIOKECHHE.
[Ipemu ymorpeba mpoueTere IMCTOBKATA.

He numaiite TabneTKUTE ¢ BIAXHU PbIIC, ThH KATO TOBA MOXE J]a TH HATPOIIIH.

1. [pugspxaiiTe OMHIICcTEpHATA OIIAKOBKA B KPAWIATa M OTIENIETE €IHA YacT OT ONMCTEpHA KIIETKa
OT OCTaHaJIaTa 4acT Ha OJIUCTEpa Upes3 JeKO pa3KbCBaHEe Mo MephopaIusITa OKOJIO Hes.
2. [oBmurHere kpast Ha (POIMOTO U TO OTCTPAHETE HAITBIIHO.
3. Wscumere TabneTkaTa B pbKa.
4. [NocraBere TabneTkaTa BbPXY €3MKa BeIHAra Ciiell M3BaXKIAHETO M OT OIAKOBKATa.
— C
- 3 ST
.jx:l _/_\ - = \
& —, e

TabneTkara ce pa3TBaps B yCTaTa U C€ NOIrIblla CbC UJIN 0e3 Bojia.
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6. CIHIEIIUAJIHO IPEAYHPEKJEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTI'JIEJA 1 TOCET'A HA IELIA

Ja ce cpxpaHsaBa Ha MICTO, HEIOCTHITHO 32 JIeTa.

7. APYI'N CIIEIUAJIHM NPEAYHNPEXKIAEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

9. CIIEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIEOUWAJIHU ITPEJAITAZHA MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIHAJIBYHU MATEPUAJIN OT THAX,
AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBeHus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

28 x 1 TabneTka, aucnepruparia ce B ycrata: EU/1/09/525/037
30 x 1 Tabnetka, gucneprupaia ce B ycrata: EU/1/09/525/038
56 x 1 Tabnerka, nucneprupama ce B ycrara: EU/1/09/525/039
60 x 1 Tabnerka, qucneprupaiia ce B ycrara: EU/1/09/525/040
112 x 1 Tabmetka, mucneprupama ce B ycrara: EU/1/09/525/041

13. TTAPTHUJAEH HOMEP

IMapt. Ne

| 14. HAYUH HA OTIIYCKAHE

| 15.  YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

Nimvastid 4,5 mg
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‘ 17. YHHUKAJIEH HWIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByr3MepeH 0apKoJI ¢ BKIFOYCH YHUKAICH HICHTH(PUKATOD

‘ 18. YHHUKAJIEH HWIEHTUH®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
<NN>
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Nimvastid 4,5 mg TabneTku, AUCTIEPTUPaIIH Ce B ycTaTa

p

NBACTUTMUH

2. HNME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

KRKA

3. JATA HA U3TUYAHE HA CPOKA HA 'OJJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JIPYIO

1.
2.

Paskscaiite.
Otcrpanere.
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 6 mg TabneTku, AMCHEprupaIy ce B ycrata

PUBaCTUTMUH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka, nucrieprupaiia ce B ycraTa ChIbpika pUBACTUTMIHOB XHPOTCHTapTapar,
CBhOTBETCTBAI] HA 6 Mg PUBACTUTMUH.

3. CIIMCBK HA ITIOMOIIHUTE BEIIECTBA

Cwabpxa cpio copouton (E 420).
[Ipemu ymorpeba mpoyeTeTe IUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Taberka, qUCHEprupania ce B ycrara

28 x 1 TabneTka, qUcneprupalia ce B ycrara
30 x 1 TabneTka, qUcmeprupania ce B ycrara
56 x 1 Tabnerka, JUCIeprupaia ce B ycrara
60 x 1 Tabnerka, qUCIIEprupania ce B ycrara
112 x 1 Tabnerka, AUCIIeprupalia ce B ycrara

5. HAYUH HA TPUJIOKEHUE U IBbT(ULLIA) HA BBBEKJAHE

3a mepopasHo MPUIOKECHHE.
[Ipemu ymorpeba mpoueTere IMCTOBKATA.

He numaiiTe TabneTKUTE ¢ BIAXXHU PBIIC, ThI KATO TOBA MOXE J]a T HATPOIIIH.

1. [pugspxaiiTe OMHIICcTEpHATA OIIAKOBKA B KPAWIATa M OTIENIETE €IHA YacT OT ONMCTEpHA KIIETKa
OT OCTaHaJIaTa YacT Ha OJIMCTepa 4pe3 JEKO pa3KbCeBaHe Mo nephoparusTa OKoJIo Hesl.
2. [oBmurHere kpast Ha (POIMOTO U TO OTCTPAHETE HAITBIIHO.
3. Wscumere TabneTkaTa B pbKa.
4. [NocraBere TabneTkaTa BbPXY €3MKa BeIHAra Ciiell M3BaXKIAHETO M OT OIAKOBKATa.
— C
- 3 ST
.jx:l _/_\ - = \
& —, e

TabneTkara ce pa3TBaps B yCTaTa U C€ NOIrjblla CbC UJIN 0e3 BoJa.
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6. CIHIEIIUAJIHO IPEAYHPEKJEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOI'VIEJA U TIOCET'A HA JIELTA

Ja ce cpxpaHsaBa Ha MICTO, HEIOCTHITHO 32 JIeTa.

7. APYI'N CIIEIUAJIHM NPEAYHNPEXKIAEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

9. CIIEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIEOUAJIHM ITPEJAITA3ZHA MEPKH IIPU U3XBBPJISSHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIHAJIBYHU MATEPUAJIN OT THAX,
AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBeHus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

28 x 1 TabneTka, qucrepruparia ce B ycrata: EU/1/09/525/042
30 x 1 Tabnerka, qucneprupaima ce B ycrata: EU/1/09/525/043
56 x 1 Tabnerka, nucneprupama ce B ycrara: EU/1/09/525/044
60 x 1 Tabnerka, mucneprupaiia ce B ycrara: EU/1/09/525/045
112 x 1 rabmetka, mucneprupama ce B ycrara: EU/1/09/525/046

13. TTIAPTHUJAEH HOMEP

ITapt. Ne

14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAHJIOBA A3BYKA

Nimvastid 6 mg
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‘ 17. YHUKAJIEH UWAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JByusmepeH 0apKoJ ¢ BKIIIOYEH YHHKAJICH HICHTU(PHKATOP

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JJAHHHU 3A YHETEHE OT XOPA

PC
SN
<NN>
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MUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUA ITIPOAYKT

Nimvastid 6 mg TabneTku, TUCIIEPrUpaIH Ce B ycTaTa

p

WBAaCTUT'MHH

2. HUME HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

|

3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUAEH HOMEP

Lot

5. APYTO

1.
2.

Pasknbcaiite
Ortcrpanere
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b. JMCTOBKA
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JIucroBka: nngopmanus 3a norpeduTtesst

Nimvastid 1,5 mg TBbpaAM Kancyau
Nimvastid 3 mg TBbpAM KancyJu
Nimvastid 4,5 mg TBbpAU Kancyjau
Nimvastid 6 mg TBbpAU KancyJaun
pUBacTUTMUH (rivastigmine)

IIpouerere BHUMATEJIHO LSIJIATA JIMCTOBKA, IIPeIM a 3all09HETe 1a IpUeMaTe TOBa JIEKapCTBO,

ThH KaTo TH ChbABbP:Ka BakHA 32 Bac madopmanus.

- 3amasere Ta3u JUCTOBKA. Mojke /1a ce HaJI0XKHU Ja s IpOoYeTeTe OTHOBO.

- AKO nMate HIKAaKBH AOITBIHUTEIHN BBIIPOCH, TONUTalTe Bamms nexap mwiu gapmariesr.

- ToBa nexapcTBO € npeanucano Jn4Ho Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxke
Jla UM HaBPEOH, HE3aBUCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JsIBaHe ca ChINUTE KaTto Bammre.

- AKO MOJTy4HTe HIKAKBU HEXEJIAHU JIEKAPCTBEHU PEaKIUy, yBeJoMeTe Bamus nexap,
(hapMareBT WM MEITUIMHCKA cecTpa. ToBa BKIIOUBA M BCHYKH BH3MOKHU HEXKETaHU PEaKIny,
HEOIIMCaHU B Ta3M JIMCTOBKA. BuxTe Touka 4.

KakBo cbabp:ka Ta3u JINCTOBKA:

Kakso npencraissa Nimvastid 1 3a KakBo ce H3I0JI3Ba
Kakso TpsiOBa na 3naete, mpenu na npuemere Nimvastid
Kak na npuemare Nimvastid

BB3MOXKHH HEXKETTAaHH PEaKIUU

Kak na cexpanssate Nimvastid

ChabprkaHue Ha OMAKOBKATA U TOMIBJIHUTEIHA HHPOPMAITHSI

AN

1. Kakpo npencraBasisa Nimvastid 1 3a kKakBo ce H3M0J13Ba
AKTHBHOTO BelecTBo Ha Nimvastid € puBacTUTMHH.

PuBacTurMuH npuHaIIEKH KBM TPYIIa BEIIECTBA, HAPSUCHH XOMUHECTepa3Hu HHXuOuTOopu. [Tpn
IMaIIUEHTUTE C AHHX&ﬁMepOBa JACMCHIMA WU TTPU MAIMUEHTUTE C ACMCHI U TIPU OoiecT Ha
[TapkuHCOH, OnpeneIeHn HEPBHU KJIETKHA B MO3bKa YMHUpPAT, KOETO BOJH JI0 OCBOOOYKIABAHETO HA
BHCOKU HHMBAa Ha HEBPOTPAHCMHUTEPA AIICTIIIXONUH (CyOCTaHIINS, KOSTO ITO3BOJISIBA Ha HEPBHUTE
KIIETKH J1a CE CBBP3BAT €IHa C Ipyra). PuBacTurMuH neicTBa Kato OJI0KHUpa EH3UMUTE, KOUTO
pa3pyIIaBaT aleTHIXOIIHA — allETHIXOJIMHECTepa3a U Oy THPIIXOIMHecTepas3a. biiokupaiiku Te3u
ex3umu Nimvastid mo3BosisiBa /1a ce TOCTUTHAT BUCOKH HUBA HA AllETHIXOJIMH B MO3bKa, KOUTO
crioMarar 3a HamaJisiBaHe Ha CUMIITOMUTE NpH OoiecT Ha AnxaiiMep U IeMeHIHs, CBbp3aHa ¢ 6ojecT
Ha [TapkuHCOH.

Nimvastid ce n3no3Ba 3a JieueHne Ha B3PACTHU IMALUCHTH C JIEKa JI0 YMEPEHO TexKa AxaimMepoBa
JEMEHIIVs, IPOTPECHBHO MO3BUHO 3a00JIsIBaHEe, KOSTO IMIOCTEIICHHO 3acsra MaMeTTa, HHTEJICKTYATHUTE
crocoOHocTH U noBeaeHueTo. Kancynure u TabneTkuTe, TUCIEPrHpaIH ce B ycTaTa MOrar Jia ce
M3I0JI3BAT CHIIO TaKa 3a JICUCHNE Ha IEMEHITU [IPY BH3PaCcTHU MAIMEHTH ¢ OonecT Ha [lapkuHCOH.

2. KaksBo TpsioBa na 3Haere, npeau a1a npuemere Nimvastid

He npuemaiite Nimvastid

- aKo CTe aJlepIMYHU KbM PUBACTHUTMUH WM KbM HSKOS OT OCTaHAJIHNTE ChCTABKU HA TOBA
JeKapcTBO (M30pOEHH B TOUKA 6).

- aKo MMaTe KO)KHa PeaKmus, pa3IpoCTpaHABalla ce M3BBH IPAaHUINTE HA TIIACTHPA, aKO NMa T10-
MHTCH3MBHA JIOKAJIHA peakiys (KaTo MosBa Ha MEXYpPH, Pa3pacTBalllo Ce KOXKHO Bb3NaJICHHUE,
HOyBaHe) M aKo He ce MoJ00pH B paMKUTe Ha 48 yaca cieji OTCTpaHsBaHe Ha TPaHCASPMaHUS
IUTACTHDP.
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Axo ToBa ce oTHacs 10 Bac, nnpopmupaiite Bamus nexap u He npuemaiite Nimvastid.

peaynpexnenust 1 npeanasHu MepKU

I'oBopere ¢ Bamms nexap, npeau aa npuemere Nimvastid:

- aKO MMaTe WK HAKOTa CT€ MMaJH ChPISYHO 3a00IIsIBaHe KaTO HENPAaBIIICH WK OaBeH ChpIcUeH
puTHM, yabokaBane Ha QT mHTepBana, hammiHa anHaMHe3a 3a yabokeH QT unTepBa, forsade
de pointes (JKMUBOTO3acTpaliaBamia apuTMUs), MM UMaTe HUCKM HUBA Ha KaJIMi WM MarHe3uil B
KpBBTA.

- aKO UMaTe€ MJIM HAKOI'a CT€C HMaJIM aKTHBHA CTOMAIIIHA s3Ba.

- aKO UMATe WM HIKOTa CTE MMAJH 3aTPYJHECHUS [P YPUHUPAHE.

- aKO MMaTe WM HAKOTa CT€ UMAaJH I'bPUYOBE.

- aKo MMaTe WU HAKOTa CTe MMaJlk acTMa WM TEXKO 3a00IsBaHe.

- aKo MMaTe WU HAKOTa CTe HMaJIH yBpeJeHa ObOpeyHa (hyHKIHSL.

- aKo MMaTe WM HSIKOTa CTe UMAJIH yBpeleHa YePHOAPOOHA (PYyHKITHS.

- aKo MMaTe TperepeHe.

- aKo UMAaTe HUCKO TEJIECHO TETJIO.

- aKO MMaTe CTOMAIIIHO-UYPEBHH HapyIIEHUS KaTo MOBAUraHe (TajieHe), O3UBHU 3a MOBPbBIAHE
(moBpwIane) u Auapus. Be3MoXkHO € aa ce aexuaparupare (1a 3aryouTe npeKajieHo MHOTO
Te‘lHOCTI/I), AKO MOBPBUIAHETO WJIM AUapudaTa Ca NPOABIIKUTCIIHHA.

Axo HiKOe OT H30poeHnTe ce oTHacs 3a Bac, Moxke na e HeoO6xoxumo Bamusr nexap na cinenu

BHUMATEITHO ChCTOSTHUETO BH, J0KaTO Mpremare ToBa JEKapCTBO.

Ako He cte npreMani Nimvastid B Tpob/DKeHHE Ha TIOBEYE OT TPH JHH, HEe IPHEeMaiTe cieIBamniara
J103a TIPeJu J1a CTe pa3roBapsuiu ¢ Bamms nekap.

Jena u roHomu
Hsma cpoTBeTHO nmpuitoskeHue Ha Nimvastid B mequaTpuvHaTa Momyjiaiys Ipy JiedeHne Ha 0oJiecT Ha
AmxaiiMep.

JApyru nexkapcrBa u Nimvastid
Nudopmupaiite Bamus nexap uiu papmareBT, ako IpuemMaTe, HaCKOpO CTe MPHEMaTH WU €
BB3MOXKHO J1a IPUEMETE APYTH JIEKapCTBa.

Nimvastid He TpsiOBa Ja ce qaBa 3aeIHO C IPYTH JeKapCcTBa, KOUTO UMAT Noo0HM Ha Nimvastid
edexru. Nimvastid Moxke 1a B3aHMOJICHCTBA C aHTUXOJMHEPTHYHH JIeKapcTBa (JIEKapCTBa,
M3II0JI3BAHM 32 00JIeKUaBaHEe Ha KOPEMHH OOJIKM WIIM CITa3MH, 3a JIedeHHe Ha Oomect Ha [TapkuHCOH,
WY 32 IPEJOTBpaTsIBaHe HA 00JIECT Ha TBTYBAHETO).

Nimvastid He TpsOBa a ce mpreMa 10 eIHO U CHII0 BpeMe C METOKJIONpaMu (JIEKapcTBO, KOETO ce
M3M0JI3Ba 33 00JIEKYaBaHe WM MPEIOTBPATIBAHE HA TaJeHe U MOoBpbhInane). [IpueMbT Ha MBETE
JICKapCTBa eIHOBPEMEHHO MOJKE JIa JOBEE 0 MPOOIeMHU KaTo U3TPhIIBAHE HAa KPAaHHHUIIATE U
TperepeHe Ha phIleTe.

AKo TpsiOBa J1a ce TIOJUIOKHUTE Ha orepainus Jokato npuemate Nimvastid, yBegomere Bamms nekap
npenu na Bu Obaar gagena ymoiika, Thil kato Nimvastid Moxe n1a 3acuiiu eekTuTe Ha HAKOU
MYCKYJTHH PeJIAKCAaHTH 110 BpeMe Ha aHEeCTe3Usl.

Heob6xoammMo e moBumeHo BHUMaHue rpu npueM Ha Nimvastid 3aeqH0 ¢ 6eta 6imokepu (JiekapcTa
KaTO aTEHOJIOJ, 3II0JI3BAaHH 3 JICUCHHNE Ha XUIICPTOHUS, CTEHOKAPIUS U IPYTH ChPACYHH MpoOIeMu).
[IpueMbT Ha ABETE JIEKApCTBa EAHOBPEMEHHO MOJKE Jla TIpeAn3BUKa MPoOIeMy KaTo 3abaBsiHe Ha
ChbplevHaTa 4ecToTa (Opagukapaus), KOeTo MOXKe J1a TOBeJe J0 MPHIAJaHe Wik 3ary0a Ha Ch3HaHUE.

Heob6xoauMo e moBUIICHO BHUMaHUE IpH IpueM Ha Nimvastid 3aeHO ¢ IpyTH JIeKapcTBa, KOUTO
MOJKE J]a IOBJIHSAT ChPIACYHHS PUTHM FIIH EIEKTpUIecKaTa aKTHBHOCT Ha ChPIIETO (yIb/DKaBaHe Ha

QT unteppana).

BpemMeHHOCT, KbpMeHe U (pepTHIANTET
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Axko cTe OpeMeHHa WIIH KbPMHUTE, CMSATAaTe, 4€ MOXe Jla cTe OpeMEHHA WK TUIaHUpaTe OpeMEeHHOCT,
nocwkBeTBaiiTe ce ¢ Bamms jgexkap win ¢papManeBT npean yrnorpedara Ha TOBa JEKapCTBO.

AKko cte OpeMeHHa, o3KTe oT yrnoTpedara Ha Nimvastid TpsiOBa 1a Ob1aT OLEHEHU CIPSAMO
BB3MOXKHHTE eeKTH BbpPXY HepoaeHoto Bu aere. Nimvastid He TpsiOBa aa ce M3MoJ3Ba M0 BpeMe Ha
OpEeMEHHOCT, OCBEH aKo ¢ abCOIOTHO HEOOXOAUMO.

He tpsi6Ba na kbpMuTEe TIO0 BpeMe Ha JedeHreto ¢ Nimvastid.

Ilodupane u padora ¢ MAIIUHU

Bamusit nekap, me Bu kaxe, nanu Bamniero 3a0onsBaHe 1M03B0oJIsiBa 0€301acHO Ja mopupare u
pabotute ¢ MamuHU. Nimvastid Moxe Jja IpUYUHY 3aMastHOCT U ChbHIMBOCT, IJIABHO B HAYAlI0TO HA
JICUEHUETO WJIH NIPH NTOBHUILIABAHE Ha J03aTa. AKO ce NOYYBCTBATe 3aMasiHU WM ChHJIMBHU, HE
modupaiite, He paboTeTe C MAIIMHK M HE U3BBPIIBAWTE APYTH JEHHOCTH, KOUTO M3UCKBAT Bamiero
BHUMAaHHUETO.

3. Kak na npuemare Nimvastid

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan Bammst nekap mwin papmaneBT. Ako He
CTE CHUTYPHH B HEIIo, TonuTaiire Bammis gekap, papManeBT min MEIUIMHCKA CECTPA.

Kak na 3anmouyHere Jje4eHHETO
BamusT nexap e Bu kaxe kakBa n1o3a Nimvastid ga npuemere.

. Jleuennero 0OMKHOBEHO 3a0YBa C HUCKA J1034.

° BammsT nexap nocTeNeHHO 1€ MOBHUINABa 103aTa B 3aBUCUMOCT OT TOBa KakK CE MOBJIHABATE OT
JICUEHHUETO.

° Haii-Bucokara no3a, kosiTo TpsiOBa 1a ce mpuema e 6,0 mg ABa MbTH JTHEBHO.

Bamwust jekap peoBHO IIie mpoBepsiBa ianu npu Bac iekapcTBoTo uMa xenanus edexr. Bammsr
JIeKap ChILO TaKa Ie NPOoCieasBa U TErnoTo By, 1okato mpuemare ToBa JIEKapCTBO.

AKo TIOBeY€e OT TpH JHH He cTe npuemanu Nimvastid, He mpuemaiite cieaBaimara /103a, Mpeau 1a
roBopute ¢ Barmust nexap.

IIpuem Ha JiekapcTBOTO

. KaxxeTe Ha yoBeka, KOHTO ce Irprku 3a Bac, ue npremare Nimvastid.
3a j1a ©Marte nos3a OT JIEKapCTBOTO, TPAOBa J1a ro MpueMaTe BCeKH JIeH.
[Ipuemaiite Nimvastid 1Ba TbTH Ha JIEH CYTPUH M BEYep C XpaHa.
[NorrpimaiiTe KancyauTe MEIH C HATUTKA.

He oTBapsiiite 1 He cTHCKalTe KalCyauTe.

AKo cTe mpuesu noBeye 0T HeoOxoauMaTa n03a Nimvastid

Ako ciyuaitHo cte mpuenu noseue Nimvastid, oTKkonkoTo TpsiOoBa, mHGpopMupaiite Bamus nexap.
Moxe ma ce HykIaere OT MEAUIIMHCKO HabmroneHne. Hskoun manueHTn, KOUTO CIy4aifHO ca IpHeiH
npekaneHo MHoro Nimvastid, ca umaiim oBaurase (rajieHe), IO3UBHU 3a TIOBPbIaHe (IOBPBINAHE),
Japus, BUCOKO KPHBHO HaJsIraHe U XaltoIMHAIIMK. Morar a ce HOsBAT ChIIo 3a0aBsHE Ha
ChbplIeYHaTa ICHHOCT U MPHIIAIBIIH.

AKo cTe npomycHau 1a npueMmere Nimvastid

AKo0 BUJIUTE, Y€ CTE MPOITyCHAIIH Jia TpHeMeTe J1o3aTa cu oT Nimvastid, n3uakaiTe u B3eMeTe
clie/IBaIaTa 103a o oonyaiHoTo BpeMe. He B3emaiite nBOMHA 71032, 33 1a KOMIICHCUPATE
MpoIycHaTara J03a.

AKO MMaTe TOMBJIIHUTEIHO BBIIPOCH OTHOCHO yroTpedara Ha TOBa JICKapCTBO, uTaiiTe Bamus nexap
Wi (hapMarenT.
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4. Bb3M0KHM HeKeTaHU peakuuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE a MPECAU3BUKA HEXKEIIAaHU PEAKIINHU, BBIIPEKU Y€ HE
BCCKM I' I10JTy4aBa.

HpI/I 3aI104YBaHC HAa MpUEMa Ha JICKApPCTBOTO WJIM ITPU IMOBHUIIIaBaHEC HA A03aTa € Bb3MOXKHO IMO-4€CTO Aa
nMaTe HEXKEIJIaHU PCaKIUu. OOUKHOBEHO HEXKEIIAHNUTE p€aKknuu NOCTEIICHHO N34Y€3BaT CJICI KaTo

OpPraHU3MbT IPUBUKHE KbM JIEKApPCTBOTO.

MHoro yectu (Morat aa 3acerHat nosede ot 1 Ha 10 mymm)

. UyBCTBO Ha 3aMastHOCT

. 3ary6a Ha aneTur

. Cromaniau nmpo0eMu KaTo opauraHe (TajicHe) WM T03UBH 3a TIopbIlaHe (TIOBpPbhIaHe),
TaapUs

Yectn (Morar ia 3acersat 1o 1 Ha 10 xymm)
TpeBoXkHOCT

Iotene

I'maBoGomme

Kucenunu

3ary0a Ha TerJio

Kopemna 6onka

UyBCTBO Ha TPEBOKHOCT
UyBCTBO Ha yMOpa UK cabocT
OO01110 HEPa3OJIOKEHUE
Tpenepene nim 00bpKaHOCT
Hamanen anetur

Kommapu

Heuectn (morar na 3acernar o 1 Ha 100 mgymmm)

. Henpecus

. Hapymenus Ha chHs

. [Mpunanane vy BHE3amHa 3ary0a Ha Ch3HaHUE
. [Tpomenu B yepHOAPOOHATA QYHKITUS

Penxu (Morar ga 3acernat 1o 1 Ha 1 000 mymm)

° I'pprHa Gomka

o O0puB, cppOex

. [Tpuctenu (repuoBe)

o SI3BM B cTOMaxa WK YyepBara

Mpmuoro pexxu (Morar aa 3acersat o 1 va 10 000 mymm)

Bucoko kpbBHO HansiraHe

Wudeximsa Ha TUKOYHUTE THTUIIA

Bmxnane Ha Hela, KOUTO HE CHINECTBYBAT (XATIOIIUHAIINN )

[Ipobnemu chC ChPACUHUS PUTHM, KaTO YCKOPEH MU 3a0aBEH ChplIeUeH PUTHM

K®pBene or uepBaTa — U3BSIBAIIO CE KATO KPHB B M3MPAKHEHUATA WIH TIPU TOBPBIAHE

Bpinanenue Ha maHkpeaca — MpU3HALUTE ca CHJIHA 0OJIKA B TOpHATa 4acT HA KOpeMa, 4eCTO

I'BTH CHhUETAHA C MOBANUTAaHE (TaJCHE) WIH MTO3WBH 33 MOBPBIaHe (TIOBPHIIAHE)

. Bromagane Ha cuMnTTOMUTE Ha OostecTTa Ha [lapKHHCOH MM NOTyYaBaHe Ha OAOOHH
CHUMIITOMH — KaTO HaIpHMEP MYCKyJTHa CKOBAaHOCT, 3aTPYAHSBAHE HA IBIDKCHISITA

C HeHn3BeCTHA 4YeCcTOTA (OT HAJIMYHUTC JaHHH HC MOXKC 11a 6’5[[6 HalpaB€Ha OLICHKAa Ha IICCTOT&T&)
o CuHY ITO3UBH 32 NMOBPBIIAHE (HOBp’BI]_[aHe), KOUTO MOraT J1a NpUYUHAT Pa3KbCBAHC HA
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TpBOaTa, KOSITO CBBP3Ba YCTaTa ChC CTOMAaxa (XpaHOIIPOBOA)

. Hexunpatanus (3aryda Ha MHOTO TEIHOCT)

. UepHoapoOHU HapyieHMs! (OXBIATIBAHE HA KOXKaTa, TOXKBIATABAHE HA OsJIOTO HA OYHTE,
HeoOM4aliHO MMOThbMHBAaHE Ha ypHHATa WIM HEOOSICHUMH Ta/IeHe, TOBPBINaHe, yMopa 1 3aryba
Ha areTuT)

. ATpecruBHOCT, 4yBCTBO Ha O€3MOKOMCTBO

. Hemnpasunen cbpaeueH pursm

. ,»1113a“ CHHAPOM (ChCTOSHHE, BKIIOYBAIIO HEBOJIIHO CBUBAHE Ha MYCKYJIUTE C HEOOMIaiiHO

OrbBaHE Ha TSUIOTO W TJIaBaTa Ha €IHA CTPaHa)
IManuenTH ¢ nemenuus u G6oJiect Ha [lapkuHCcoH
[Tpu Te3u manueHTH HAKOU OT HEeXENaHUTE PEaKIMU ce HaOIoJaBat mo-4ecto. IIpu Tsx chIo Taka ce

Ha6J'IIOI[aBaT W HAKOU JOMBJIHUTCIIHU HCXKCIIAHU PECAKIIUU

MHoro yecTn (Morar aa 3acersar noseue ot 1 Ha 10 qymm)

. Tpenepene
. IIpumainsBane
) Buesanno magane

Yectu (Morat ja 3acersar o 1 Ha 10 xymm)

TpeBoxxHOCT

besnokoiicTBo

3abaBeH U yCKOPEH ChPAEUEH PUTHM

Hapymienust Ha cbHA

[IpexoMepHO OTAENSHE Ha CIIIOHKA U AeXUIpaTalus

Heo0Onuaiino 3a6aBeHH OBIDKCHUS HIIH HEKOHTPOJIHPYEMH JIBIKCHHUS

BromaBane Ha cuMNTTOMUTE Ha O6osiecTTa Ha I[apKUHCOH WK NOJTy4aBaHe Ha MOI00HU
CHMITTOMH — KaTO HaIlpUMep MYCKyJIHa CKOBAHOCT, 3aTPyIHIBAHE HA IBWKCHUATA I MyCKyJTHA
cimaboct

HeuecTn (Morar ga 3acernat 1o 1 va 100 mymm)
. HemnpasuieH cbpaedes puThbM U JIOIT KOHTPOJI Ha ABMKEHUATA

C HeH3BeCTHA 4eCTOTA (OT HATMYHUTE IaHHHU HE MOXe Ja ObJie HallpaBeHa OIICHKA Ha YeCTOTaTa)
. ,»[113a* cCHHAPOM (CHhCTOSIHHE, BKITFOUBAIIO HEBOJIHO CBHBAHE HA MYCKYJIUTE ¢ HEOOMYAtHO

OI'bBAHC HA TSAJIOTO M I'JlaBaTa Ha €aHa CTpaHa)

I[pyl"ﬂ HEXKEJTaHU peaKnuu, Ha0/1101aBaHU NP PUBACTUITMHUH TPAHCACPMAJICH IVIACTHP, KOUTO
MoraT Ja Bb3HUKHAT U IPH TBBPAUTE KAaNCyJIu:

Yecru (Morat fa 3acerHar a0 1 Ha 10 gymn)

. Bucoka temmneparypa
. Cunna o0bpKaHOCT
. Hezanbpxane Ha ypuHaTa (HECIIOCOOHOCT JIOCTATHUHO Ja C€ 3abpiKa YPHUHATA)

Heuectu (Morar na 3acersat no 1 Ha 100 mymm)
. CBpPBXAaKTUBHOCT (TIOBHIIIEHA aKTUBHOCT, 0€3MOKOICTBO)

C Hen3BecTHA YecTOTA (OT HATMYHUTE JAHHHM HE MOXKE Jla ObJIc HallpaBeHa OlICHKA Ha YeCTOTAaTa)

. AnepruyHu peakiuy Ha MSCTOTO Ha TIOCTaBSHE Ha TUIACTHUPA, KATO HAITPUMEP MEXYPH TN
BB3MAJIEHNE HA KOXKaTa

AKO TIOJTy4YHTe HIKOSI OT U30POSHHUTE HEXKENaH! peakluu, KOHCYITHpaiiTe ce ¢ Bamms nekap, Thi

KaTo € Bh3MOXKHO /Ia C€ HYKJaeTe OT MEIUIIMHCKA TTOMOTII.

Cholb1iaBaHe HA HeKeJIAHU PeaKI[Uun
AKO MMOJTyYnTe HAKAKBU HEXKEJIaHU JICKAPCTBEHU PeaKilny, yBegpomere Bammms nekap, papManeBT uin
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MCOUIITMHCKA ceCTpa. TOBa BKJIFOUBA BCUYKH BBb3MOKHHN HCOIMMCAHU B TA3H JIUCTOBKA HCKCIIAHU
peakimu. MoeTe ChIIOo /1a ChOOIIUTE HeXKETAHU PEaKIUU AUPEKTHO Ype3 HAI[MOHATTHATA CHCTEMA 3a
choOImaBaHe, mocoueHa B [puinokenne V. Kato cro0miaBare HeXxelaH! peakiui, MOXKETe J1a 1ajieTe
CBOsI TPUHOC 3a MOJTyyaBaHe Ha MOBe4e HHPOpPMaIIKs OTHOCHO 0€30MacHOCTTa Ha TOBA JIGKAPCTBO.

5. Kak na coxpansBate Nimvastid
Ja ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JIeIla.

He u3noun3Baiite TOBa JEKapCTBO Clie/l CPOKA HA FOAHOCT OTOENsA3aH BbPXY ONakoBKara cies »[ oxeH
10:«. CpOKBT Ha TOMHOCT OTrOBapsi Ha TOCIICAHUS JICH OT IIOCOYEHHS MECell.

ToBa JICKApCTBO HE M3MCKBA CIICIIUAJIHA YCJIOBUS 3a CbXPAaHCHUC.

He usxBwprngiite nexapcTBara B KaHAIM3AIMATA UK B KOHTEHEpa 33 JOMAITHU OTMAIbIIN.
[Monwuraiite Bamms gapmaneBT kak 1a U3XBBPIATE JeKapcTBaTa, KOUTO Beue He uinosseare. Te3n
MEPKH IIIe CITOMOTHAT 32 OTla3BaHe Ha OKOJHATA Cpejia.

6. Chabp:kaHHe HA OMIAKOBKATA U IONbJIHUTETHA HH(pOpManus
KaksBo chabp:xa Nimvastid

- AKTUBHOTO BELECTBO € PUBACTUTMUHOB XUPOTEHTapTapar.
Bcesika TBBpa Karncyna chabpka puBaCTUTMHUHOB XUAPOTEHTAPTapaT, CbOTBETCTBANI Ha 1,5 mg, 3 mg,
4,5 mg unu 6 mg pUBaCTUTMUH.

- Hpyrute cheraBku Ha Nimvastid 1,5 mg kancynm ca MUKpOKpUCTAITHA [IeTyJ103a, XUIIPOMEIo3a,
KOJIOHJICH 0€3BOJICH CUITUIIMEB TUOKCHI, MATHE3UEB CTEApaT B KaICyTHOTO ChABPIKIMO U
tutanoB auokcua (E171), sxwnt xkeneseH okcua (E172) u xxenaTvH B ChcTaBa Ha KarcyJiaTa.

- Hpyrute cbetaBku Ha Nimvastid 3 mg, 4,5 mg 1 6 mg Kancyiu ca MEKpOKPHUCTAJIHA [IeTyJ103a,
XHUIIPOMEII03a, KOJIOHUICH Oe3BOICH CIIININEB JUOKCHI, MAarHE3UeB CTeapaT B KaIlCYyIHOTO
ChABPKUMO U TUTaHOB Auokcua (E171), xbat xenezen okeup (E172),uepBeH jxene3eH OKCHT
(E172) u )xenaTuH B chCcTaBa Ha KarcyJjara.

Kak u3rue:xxaa Nimvastid 1 kakBo cbIbpiKa ONaKOBKATa

Nimvastid 1,5 mg TBBpU Karcyyiy, KOUTO ChIBPKAT OsUT 0 TIOYTH OsUT IIpax, UMAT KbJITa Kalavka u
KBITO TSIIO.

Nimvastid 3 mg TBBbpAM KaIncyau, KOUTO ChIBPKAT OsUT 10 OYTH OsJT Mpax, UMaT OpaH)KeBa Kanayuka
U OPaHXeBO TIIIO.

Nimvastid 4,5 mg TBbpAU KaICyJIU, KOUTO ChABPKAT OsUT 10 MOYTH Os1 IIpax, UMaT KagsBOYEpBEHA
Karadka ¥ KasIBOUEPBEHO TSUIO.

Nimvastid 6 mg TBbpAN KaCyJIU, KOUTO CHIBPKAT OsUT 10 IOYTH OsUT TIpaX, UMaT KasBOYepBEHA
Kara4yka 1 OPaHKXeBO TSUIO.

Brmuctepna onakoBka (PVC/PVDC/Al donmo): nanmynam ca kytuu ¢ 14 (camo 3a 1,5 mg), 28, 30, 56,
60 nu 112 TBBpAM Kamncyu.

HDPE xonTteitnep: Hanuunu ca kytuu ¢ 200 wium 250 TBBpAM Karcyiu.

He Bcnuky BIIOBE OMTaKOBKM MOTAT J1a OBJIAT MyCHATH B MPOAaXoa.

TpuTexares Ha pa3penIeHHETO 32 yNoTpeda H NPOU3BOAUTE
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBenus
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3a nomBIHUTETHA HHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHUS
Npe/ICTaBUTEN Ha IIPUTEKATENS Ha pa3pelleHUeTo 3a yrnoTpeoa:

Belgié/Belgique/Belgien
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62

buarapus
KPKA bovarapus EOO/I
Ten.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, S.I.0.
Tel: +420 (0) 221 115 150

Danmark
KRKA Sverige AB
TIf.: + 46 (0)8 643 67 66 (SE)

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

EALada
KRKA EAAAZ ETIE

TnA: +30 2100101613

Espaia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 81

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o.
Tel: +3851 6312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: +353 14133710

Island

LYFIS ehf.

Simi: + 354 534 3500

Italia

KRKA Farmaceutici Milano S.r.l.
Tel: +39 02 3300 8841

Kvmpog
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Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA Belgium, SA.
Tél/Tel: +32 (0) 487 50 73 62 (BE)

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 36 (1) 355 8490

Malta
E.J. Busuttil Ltd.
Tel: + 356 21 445 885

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich

KRKA Pharma GmbH, Wien
Tel: +43 (0)1 66 24 300
Polska

KRKA-POLSKA Sp. z 0.0.
Tel.: + 48 (0)22 573 7500

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romania
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: +386 (0) 147 51 100

Slovenska republika
KRKA Slovensko, s.r.0.,
Tel: + 421 (0) 2 571 04 501
Suomi/Finland

KRKA Finland Oy
Puh/Tel: +358 20 754 5330

Sverige



KIPA. (PHARMACAL) LIMITED KRKA Sverige AB
Tnh: + 357 24 651 882 Tel: + 46 (0)8 643 67 66 (SE)

Latvija
KRKA Latvija SIA
Tel: +371 6733 86 10

I[aTa Ha MOCJICAHO NMpepasraekKaane Ha JUCTOBKaTa

[MonpoOua nHpOpMaIHs 32 TOBA JEKAPCTBO € MpeAocTaBeHa Ha yebcaliTa Ha EBporelickara areHIus
IO JIeKapcTBaTa https:/ www.ema.europa.eu.
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JlucToBKa: HH(l)OpMaIII/Iﬂ 3a malnMeHTa

Nimvastid 1,5 mg TadJjieTku, TUCIIEPrupaiiy ce B ycrara
Nimvastid 3 mg TadneTkn, IMCNEPrUpaIIH ce B ycTaTa
Nimvastid 4,5 mg Tad/1eTkH, AUCHEPrupaLm ce B ycTrara
Nimvastid 6 mg Ta6i1eTKu, TMcNeprupaiim ce B ycrata
pUBacTUTrMUH (rivastigmine)

IIpouerere BHUMATEJIHO LSIJIATA JIMCTOBKA, IIPeJM 2 3all09HeETe 1a IpUeMaTe TOBa JIEKapCTBO,

ThH KaTo TH ChbAbP:Ka BaxkHA 32 Bac madopmanus.

- 3amasere Ta3u JUCTOBKA. Mojke /1a ce HaJI0XKHU Ja s IpoYeTeTe OTHOBO.

- AKO nMate HIKaKBH JOIMBIHUTEIIHH BBIIPOCH, TONUTaliTe Bamms gekap mim gapMariesr.

- ToBa nexapcTBO € npeanucano Jn4Ho Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxke
Jla UM HaBPEIH, HE3aBUCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JsIBaHE ca ChINUTE KaTto Bammre.

- AKO MOJTy4HTe HIKAKBU HEXEJIAHU JIEKAPCTBEHHU PeakLuy, yBeJoMeTe Bamus nexap,
(hapMareBT WM MEITUIMHCKA cecTpa. ToBa BKIIOUBA M BCHYKH BH3MOKHU HEXKETaHU PEaKIny,
HEOIIMCaHU B Ta3M JIMCTOBKA. BuxTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA:

Kakso npeacraissa Nimvastid 1 3a KakBo ce H3I0JI3Ba
Kakgo TpsiOBa na 3Haere, mpenu na npuemere Nimvastid
Kak na nmpuemare Nimvastid

BB3MOXKHE HEXKETTAaHH PEaKIHU

Kak na cexpanssate Nimvastid

ChabpikaHue Ha OMAKOBKATA U TOMIBJIHUTEIHA HHPOPMAITHSI

AN

1. Kakpo npeacraBasisa Nimvastid 1 3a kakBo ce H3M0J13Ba
AKTHBHOTO BelecTBo Ha Nimvastid € puBacTUTMHH.

PuBacTurMuH mpuHaIEKH KBM TPYIIa BEMIECTBA, HAPSUCHH XOMMHECTepa3sHu HHXuOuTopu. [1pn
IMaIIUECHTUTE C AHHX&ﬁMepOBa JACMCHIM WU TPU MAIMUEHTUTE C ACMCHI U IIPU OoiecT Ha
[TapkuHCOH, OnpeesieHn HEPBHU KJIETKH B MO3bKa YMHUPAT, KOETO BOJIU 10 OCBOOOXKIABAHETO HA
BHCOKU HHMBa Ha HEBPOTPAHCMHUTEPA AIICTIIIXONUH (CyOCTaHINS, KOSTO ITO3BOJISIBA HA HEPBHHUTE
KIIETKH JIa C€ CBBP3BAT €Ha C Ipyra). PuBacTurMuH neicTBa Kato OJI0KHUpa EH3UMUTE, KOUTO
pa3pyllaBar alleTUIXOJUHA — aleTHIIXOJIMHECTepa3a U Oy TupuixoimHectepasa. biokupaiiku te3u
ensumu Nimvastid mo3BosisiBa J1a ce TOCTUTrHAT BUCOKH HUBA HA AllETHIXOJIMH B MO3bKa, KOUTO
crioMarar 3a HamaJlsiBaHe Ha CUMIITOMUTE pH 0oJiecT Ha AnxaiiMep U IeMeHIHs, CBbp3aHa ¢ 6ojecT
Ha [TapkuHCOH.

Nimvastid ce u3mox3Ba 3a JIe4eHue Ha Bh3PACTHH MALUCHTH C JIEKa JI0 YMEPEHO TexKa AnxaiMepoBa
JEMEHIIVs, IPOTPECHBHO MO3BUHO 3a00JIsIBaHEe, KOSTO IMIOCTEIIEHHO 3acsra MaMeTTa, HHTEICKTYATHUTE
crocoOHoCTH U noBeieHHeTo. Kancynure u TabneTkuTe, JUCIEPrUpaly Cce B yCTaTa MOraT Jia ce
M3II0JI3BAT CHILIO TaKa 3a JICYUeHUE Ha JEeMEHIUS IPU Bb3PAaCTHU NaleHTH ¢ 6osect Ha [lapkuHCOH.

2. KakBo TpsioBa na 3HaeTe, npeau Aa npuemere Nimvastid

He npuemaiite Nimvastid

- aKo CTe aJIepTMYHU KbM PUBACTHUTMUH WM KbM HSKOS OT OCTaHAJINTE ChCTABKU HA TOBA
JeKapcTBO (M30pOEHH B TOUKA 6).

- aKo MMaTe KO)KHa Peakmus, pa3IpoCTpaHABalla ce M3BBH IPAaHUINTE HA TIIACTHPA, aKO NMa I10-
MHTCH3MBHA JIOKAJIHA peakiys (KaTo MosBa Ha MEXYPH, Pa3pacTBaIllo Ce KOXKHO Bb3NaJICHHUE,
NIOyBaHe) M aKo He ce MoJ00pH B paMKuTe Ha 48 yaca ciel OTCTpaHsIBaHE Ha TPaHCAESPMAaTHUSA
UTACTHP.
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Axo ToBa ce oTHacs 10 Bac, nnpopmupaiite Bamus nexap u He npuemaiite Nimvastid.

peaynpexnenust 1 npeanasHu MepKU

I'oBopere ¢ Bamms nexap, npeau aa npuemere Nimvastid:

- aKO MMaTe WK HAKOTa CT€ MMaJH ChPISYHO 3a00IIsIBaHe KaTO HENPAaBIIICH WK OaBeH ChpIcUeH
puTHM, yabokaBane Ha QT mHTepBana, hammiHa anHaMHe3a 3a yabokeH QT unTepBa, forsade
de pointes (JKMUBOTO3acTpaliaBamia apuTMUs), MM UMaTe HUCKM HUBA Ha KaJIMi WM MarHe3uil B
KpBBTA.

- aKO UMaTe€ MJIM HAKOI'a CT€C HMaJIM aKTHBHA CTOMAIIIHA s3Ba.

- aKO UMATe WM HIKOTa CTE MMAJH 3aTPYJHECHUS [P YPUHUPAHE.

- aKO MMaTe WM HAKOTa CT€ UMAaJH I'bPUYOBE.

- aKO MMaTe WK HIKOTa CTe UMaJIM aCTMa I TeXKKO 3a00IIIBaHe.

- aKo MMaTe MM HAKOTa CTe UMaJIH yBpeaeHa ObOpedHa (hyHKIIHS.

- aKo MMaTe WM HSIKOTa CTe UMAJIH yBpeleHa YePHOAPOOHA (PYyHKITHS.

- aKo MMarte TperepeHe.

- aKo UMAaTe HUCKO TEJIECHO TETJIO.

- aKo MMaTe CTOMAIIHO-YPEBHU HapyIIEHHs KaTo NOBAUTaHe (rajieHe), TO3UBH 32 TOBPHIIAHE
(ToBpBIIaHe) U TUapusi. Bp3MOXKHO € fa ce mexumparupare (a 3aryoure mpekaJeHo MHOTO
Te‘lHOCTI/I), AKO MOBPBUIAHETO WJIM AUapudaTa Ca NPOABIIKUTCIIHHA.

Axo HiKOe OT H30poeHnTe ce oTHacs 3a Bac, Moxke na e HeoO6xoxumo Bamusr nexap na cinenu

BHUMATEITHO ChCTOSTHUETO BH, J0KaTO Mpremare ToBa JEKapCTBO.

Axko He cte mpueMani Nimvastid B Tpob/DKEHHE Ha TIOBEYE OT TPH JHH, HEe IPHEeMaiTe ciieIBamniara
J103a TIPeJu J1a CTe pa3roBapsuiu ¢ Bamms nekap.

Jena u roHomu
Hsma cpoTBeTHO nmpuitoskeHue Ha Nimvastid B mequaTpuvHaTa Momyjiaiys Ipy JiedeHne Ha 0oJiecT Ha
AmxaiiMep.

JApyru nexkapcrBa u Nimvastid
Nudopmupaiite Bamus nexap uiu papmareBT, ako IpuemMaTe, HaCKOpO CTe MPHEMaTH WU €
BB3MOXKHO J1a IPUEMETE APYTH JIEKapCTBa.

Nimvastid He TpsiOBa Ja ce qaBa 3aeIHO C IPYTH JeKapCcTBa, KOUTO UMAT Noo0HM Ha Nimvastid
edexru. Nimvastid Moxke 1a B3aHMOJICHCTBA C aHTUXOJMHEPTHYHH JIeKapcTBa (JIEKapCTBa,
M3II0JI3BAHM 32 00JIeKUaBaHEe Ha KOPEMHH OOJIKM WIIM CITa3MH, 3a JIedeHHe Ha Oomect Ha [TapkuHCOH,
WY 32 IPEJOTBpaTsIBaHe HA 00JIECT Ha TBTYBAHETO).

Nimvastid He TpsOBa a ce mpreMa 10 eIHO U CHII0 BpeMe C METOKJIONpaMu (JIEKapcTBO, KOETO ce
M3M0JI3Ba 33 00JIEKYaBaHe WM MPEIOTBPATIBAHE HA TaJeHe U MOoBpbhInane). [IpueMbT Ha MBETE
JICKapCTBa eIHOBPEMEHHO MOJKE JIa JOBEE 0 MPOOIeMHU KaTo U3TPhIIBAHE HAa KPAaHHHUIIATE U
TperepeHe Ha phIleTe.

AKo TpsiOBa J1a ce TIOJUIOKHUTE Ha orepainus Jokato npuemate Nimvastid, yBegomere Bamms nekap
npenu na Bu Obaar gagena ymoiika, Thil kato Nimvastid Moxe n1a 3acuiiu eekTuTe Ha HAKOU
MYCKYJTHH PeJIAKCAaHTH 110 BpeMe Ha aHEeCTe3Usl.

Heob6xoammMo e moBumeHo BHUMaHue rpu npueM Ha Nimvastid 3aeqH0 ¢ 6eta 6imokepu (JiekapcTa
KaTO aTEHOJIOJ, 3II0JI3BAaHH 3 JICUCHHNE Ha XUIICPTOHUS, CTEHOKAPIUS U IPYTH ChPACYHH MpoOIeMu).
[IpueMbT Ha ABETE JIEKApCTBa EAHOBPEMEHHO MOJKE Jla TIpeAn3BUKa MPoOIeMy KaTo 3abaBsiHe Ha
ChbplevHaTa 4ecToTa (Opagukapaus), KOeTo MOXKe J1a TOBeJe J0 MPHIAJaHe Wik 3ary0a Ha Ch3HaHUE.

Heob6xoauMo e moBUIICHO BHUMaHUeE IpH IpueM Ha Nimvastid 3aeHO0 ¢ IpyTH JIeKapCcTBa, KOUTO
MOJKE J]a IOBJIHSAT ChPIACYHHS PUTHM FIIH EIEKTpUIecKaTa aKTHBHOCT Ha ChPIIETO (yIb/DKaBaHe Ha

QT unteppana).

BpemMeHHOCT, KbpMeHe U (pepTHIANTET
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Axko cTe OpeMeHHa WM KbPMUTE, CMSTaTe, 4€ MOXe Jla cTe OpeMEeHHA WK TUTaHUpaTe OpeMeHHOCT,
nocwBeTBaiiTe ce ¢ Bammsa nekap win ¢papManeBT npean yrnorpedara Ha TOBa JEKapCcTBO.

AKko cte OpeMeHHa, mo3uTe oT yrnoTpedara Ha Nimvastid TpsiOBa 1a Ob1aT OLEHEHU CIPSAMO
BB3MOXKHHTE eeKTH BbpPXY HepoaeHoto Bu aere. Nimvastid He TpsiOBa aa ce M3moi3Ba 0 BpeMe Ha
OpeMEHHOCT, OCBEH aKo ¢ abCOIIOTHO HEOOXOAUMO.

He tpsi6Ba na kbpMuTE TIO BpeMe Ha JedeHreTo ¢ Nimvastid.

Ilodupane u padora ¢ MAIIUHU

Bamwsit nekap, me Bu kaxe, nanu Baniero 3a0onsBaHe 1o3BoJisiBa 0€30MacHO J1a mopupare u
pabotute ¢ MamuHU. Nimvastid Moxe Jja IpUYUHY 3aMastHOCT U ChbHIMBOCT, IJIABHO B HA4alI0TO HA
JICUEHUETO UJIH NIPH MTOBHUILIABAHE Ha J03aTa. AKO ce NOYYBCTBATe 3aMasiHU WM ChHJIMBH, HE
modupaiite, He paboTeTe C MAIIMHN M HE U3BBPIIBAWTE APYTH JEHHOCTH, KOUTO M3HUCKBAT Bamiero
BHUMAaHHUETO.

Nimvastid csabpska copourou (E 420).

Nimvastid 1,5 mg mabremxu, oucnepeupawu ce 6 ycmama. ToBa JekapcTBo cbabpxa 0,00525 mg
copOuTONI BBB BCsIKa TalleTKa, AUCHEeprupala ce B ycrara ot 1,5 mg.

Nimvastid 3 mg mabaemxu, oucnepeupawu ce 8 yemama: ToBa nexapcTBo cbabpxka 0,0105 mg
copOHTONI BBB BCsAKa TabJETKa, JUCTIEpTUpalia ce B ycrara ot 3 mg.

Nimvastid 4,5 mg mabdnremxu, oucnepeupawu ce 8 ycmama. ToBa jgekapcTBo cbabpxa 0,01575 mg
copOuTONI BEB BCsIKa TabieTKa, qUCIepruparia ce B ycrara ot 4,5 mg.

Nimvastid 6 mg mabaiemxu, oucnepeupawu ce 8 ycmama: Topa nekapcTBo cbabpxa 0,021 mg
copOUTON BBB BCAKa TabJeTKa, JUcCIeprupalia ce B ycrara ot 6 mg.

3. Kak na npuemarte Nimvastid

Bunaru npuemaiite ToBa JiekapcTBO TOYHO KakTo Bu e ka3zan Bammsit nekap. AKo HE CT€ CUTYPHHU B
Hello, nmonuTaiite Bammst nekap, papMarieBT Wik MEIUIIMHCKA CECTpa.

Kak 1a 3anmouyHere Je4eHHETO
Bamwsit nekap me Bu kaxke kakBa qo03a Nimvastid 1a mpuemere.

° Jleuennero 0OMKHOBEHO 3a1I0YBa C HUCKA J1034.

° BammsT nekap mocTeneHHo Iie MOBUINaBa J103aTa B 3aBHCUMOCT OT TOBa KakK CE MOBJIHABATE OT
JICUEHHUETO.

° Haii-Bucokara no3a, kosiTo TpsaOBa 1a ce mpuema e 6,0 mg aBa IbTH JTHEBHO.

Bamsit jekap peoBHO IIie poBepsiBa anu npu Bac iekapcTBoTo UMa xenanus edekr. Bammsr
JIeKap ChILO TaKa IIIe IPOoCciesBa U TErI0To By, nokaro mpuemare ToBa JIEKapCTBO.

AKoO TIOBeYe OT TpH JHH He cTe npuemanu Nimvastid, He mpuemaiite ciieaBaiara 103a, Mpeau 1a
roBopute ¢ Barmust nexap.

IIpuem Ha JiekapcTBOTO

. KaxxeTe Ha yoBeka, KOHTO ce rprxu 3a Bac, ue npremare Nimvastid.
° 3a 72 uMarte moji3a OT JEKapCTBOTO, TPSIOBA J1a TO IPUEMATE BCEKH JICH.
. Tps6Ba na npuemare Nimvastid gBa mbTH JTHEBHO, BEIHBK ChC 3aKyCKaTa U BEIHBXK MO BpeMe

Ha BEYEpPHOTO XpaHeHe. Ycrara BU TpAOBa Jia e Ipas3Ha Ipe/u Jia B3eMeTe TabJieTKaTa.

Nimvastid TabaeTkn, AUCTIEPTUPAIIN CE B yCTaTa ca KpeXkh. Te He TpsOBa Ja ce u30yTBat mpe3

(honroTo Ha OJIHCTEpHATA OITAKOBKA, THI KaTO TOBA IIl¢ TOBEJC 0 YBpexkIaHe Ha Tabnerkara. He

numnaire TablIeTKUTe C MOKPH PhIIE, Thil KATO MOTaT Ja ce HaTpourat. M3Baxaaiite TabneTkara oT

OIIaKOBKaTa KaKTo CIIe/Ba:

- JpbxTe OmucTepa 1Mo Kpaumiata i OTAeNeTe eHa OIucTepHa KIeTKa OT OcTaHajaTa JyacT Ha
OimcTepa ¢ JIEKO pa3KbCBaHe 110 Tiepdopalysita OKoJIo Hesl.
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- [ToBnuraeTe Kpas Ha POITMOTO M TO OTCTPAHETE HAITBITHO.
- N3cunere tabnerkara B pbKa.
- [TocraBeTe TabneTkaTa BHPXY €3MKa BEAHATA CJIC] M3BAXKIAHETO M OT OIIAKOBKATa.

oy
<

Cren HAKOITKO CEKYHAM TS 3all0YBa Ja CE pa3laja B yCTaTa U B MOCIEICTBUE MOXKE J]a C€ MPETTIHTHE
0e3 Boja. Ycrata TpsOBa Ja € TipasHa, Mpear NOCTaBsHEeTO Ha TabJeTKaTra BbpXy e3UKa.

AKo cTe IpueJIu MoBeye 0T HeoOxoauMaTa no03a Nimvastid

AKo ciyyaitHo cte mpuenu noeye Nimvastid, 0oTKonKoTo TpsiOBa, uHGpopMupaiiTe Bammus nexap.
Mosxe ma ce HyKIaeTe OT MEAUIIMHCKO HabOmroneHne. Hskon manueHT, KOUTO CIIydaifHo ca MpHeIn
npekaneHo MHoro Nimvastid, ca imanu noaurane (rajieHe), TO3UBH 32 TIOBPbBINAHe (MTOBPBIIAHE),
IMapusi, BACOKO KPHBHO HAJISTaHE U XATOIMHAIIMKA. Morar Ja ce OsBAT ChIo 3a0aBsHE Ha
ChpACYHATA JEHHOCT U IIPHIIATBIIIL

AKko cTe mponycHau Aa npuemere Nimvastid

AKO BUIIUTE, Y€ CTe MPOIYCHAIH Ja TpreMeTe o3ara cu oT Nimvastid, n3uakaite u B3eMeTe
creaBalara 1o3a rmo oonyaitHoto BpeMe. He B3eMaiiTe BO¥HA 1034, 3a 1a KOMIICHCHpATe
MpoIycHaTaTa J03a.

AKo0 HMaTe JIOIBJIHUTEIHO BBIIPOCH OTHOCHO yroTpebara Ha TOBa JICKapCTBO, MUTaiTe Bammms nexap
wim (hapmaresT.
4.  Bb3MOKHH HeKeJJaHU PeaKIuu

KakTo Bcnukn JICKapCTBa, TOBA JICKAPCTBO MOXKCE Jia IMTPECIU3BHUKA HEKECIAaHN PEAKIINU, BBIIPEKHU Y€ HE
BCCKU I'M I1OJIy4aBa.

HpI/I 3al0o4YBaHe Ha NprueMa Ha JICKapCTBOTO WJIU MPH IMMOBUIIABAHE HA J03aTa € Bb3MOXKHO MMO-4€CTO J1a
HMATC HEKECIIaHU PCAKIINH. OOHKHOBEHO HEXECIaHUTE PEeaKun NOCTCIICHHO N3YE€3BaT CJICA KaTO

OpraHu3MbT MPUBUKHE KbM JICKApCTBOTO.

MHoro yectu (Morar aa 3acerrat nosede ot 1 Ha 10 qymim)

. UyBCTBO Ha 3aMassHOCT

. 3ary0a Ha aneTuT

° Cromairau npo6iieMu KaTo MoBAUrase (rajeHe) Wiv Mo3UBHU 3a opbliaHe (MOBpbLIaHe),
JHapHsI

Yectu (Morar na 3acersat 10 1 Ha 10 gymn)
TpeBoxkHOCT

Ilotene

I'maBoGomue

Kucennan

3ary6a Ha TerJo

Kopemna Gomka

UyBCTBO Ha TPEBOKHOCT
YyBcTBO HA yMoOpa WM ci1aboct
OO01110 HEPA3OJIOKEHUE
Tpenepene wiu 0ObPKAHOCT
Hamanen anetur
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. Kommapu

Heuectn (Morat na 3acernat o 1 Ha 100 aymmm)

. Henpecus

. Hapymienus Ha cbHs

. [Ipumagane wnu BHe3anHa 3ary0a Ha Ch3HAaHHUE
. IIpomeHnu B yepHOAPOOHATA (DYHKIUS

Penkm (Morat na 3acersat jo 1 Ha 1 000 gymm)

o I'pbaHa Gonka

o O06pus, cepbex

o [Ipuctbnm (repuoBe)

o S13BU B cTOMAaxa WM YepBara

Mmuoro peaxu (Morat ja 3acersar a0 1 Ha 10 000 gymm)

Bucoko kppBHO HansTaHe

Wudexuns Ha TUKOYHUTE ITHTHINA

Bmxaase Ha Hella, KOUTO HE CHIIECTBYBAT (XaTFOIMHAIINH )

[IpobieMu cbC CHPACUHUS PUTHM, KaTO YCKOPEH HITH 3a0aBEH CHPICUCH PUTHM

KbpBene ot yepBaTa — H3SABSABAIIO C€ KaTO KPBB B U3MPAKHEHUATA WX TIPU TIOBPBIIAHE

o Br3nanenne Ha maHKpeaca — MPU3HAIMTE ca CHIIHA 0OJIKa B TOpHATA YacT Ha KOpeMa, YeCTO
II'bTH ChUETAHA C MOBAKTaHe (TaJeHe) WU MO31MBH 3a MOBpbIIaHe (MIOBPBIIAHE)

o BrnomaBane Ha cumntToMuTe Ha 60secTTa Ha [lapKUHCOH MM TIoJTyYaBaHe Ha IOZOOHHU
CUMIITOMH — KaTO HampuMep MYCKYJIHA CKOBaHOCT, 3aTPyIHSIBAaHE Ha JABIKCHUSTA

C Heu3BecTHA 4ecTOTA (OT HATMYHUTE JAaHHU HE MOXKE Ja ObJic HallpaBeHa OllEHKa Ha YeCcTOTAaTa)

. CuITHY TTO3WBH 32 TTOBPBINAHE (MOBPBIIAHE), KOUTO MOTAT Ja MPUIHHAT Pa3KbCBaHE HA
TpBOaTa, KOSITO CBBP3BA YCTaTa ChC CTOMAaxXa (XpaHOIPOBOAA)

. Jexunparanus (3aryba Ha MHOTO TEUHOCT)

o UYepHonpoOHHU HapyLIeHHUS (OKBIATIBAHE HA KOXKATA, TOXKBJITIBAHE HA OAJI0TO HA OUUTE,
HeoOWYaliHO IOTEMHBAHE HA YpHUHATA WIIH HEOOSICHUMH TajieHe, IOBpBIIaHe, yMopa U 3aryba
HAa areTuT)

o ATPECHUBHOCT, IyBCTBO Ha OE3IIOKOHUCTBO

o HernpaBuiieH chpie4eH puTbM

. 11132 cCHHAPOM (ChCTOSIHUE, BKJIFOYBAIIIO HEBOJIHO CBUBAaHE HA MYCKYJIMTE C HEOOUYalHO

OT'bBaHE Ha TAJIOTO U TJlaBaTa Ha €Ha CTpaHa)
IManuenTn ¢ femeHuus u 6osect Ha [lapkuHcon
IIpu Te3n MaMEeHTH HAKOW OT HEeXKEJIAHUTE PEaKIMK ce HaOtoJaBat mo-4ecto. [Ipu Tax ChIo Taka ce

Ha6J’[IOJIaBaT 1 HAKOU AOIIBJIHUTCIIHU HEXKCIIaHNU PECAKIINHN:

MHoro 4ecTH (Morar ja 3acerHaT moBede ot 1 Ha 10 aymm)

° Tpenepene
. [IpumansaBane
. Bueszamno manane

Yectu (Morat na 3acerHat o 1 Ha 10 xymm)

o TpeBoxkHOCT

besnoxoiicTBoO

3abaBeH U yCKOPEH ChbPACUECH PUTHM

Hapymrenus Ha cbpHS

IIpexoMepHO OTAESHE HA CIIOHKA U AEXUIpaTalus

Heob6uyaiino 3a06aBeHH ABMXCHUS WIM HEKOHTPOIHPYEMH JIBUKECHHUS

Bromasane Ha cumnTTOMHTE Ha OGoiiecTTa Ha [lapKMHCOH MM ToTydaBaHe Ha OJXO0HH
CHMIITOMH — KaTO HallpMMepP MYCKYJHa CKOBAHOCT, 3aTPYHABAaHE HA JBIKEHHUATA U MyCKYJIHA
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cimabocT

HeuecTn (Morar ga 3acerHat no 1 Ha 100 mymm)
° HenpaBuseH cbpjieueH puTbM U JIOII KOHTPOJI Ha IBUKECHUATA

C Heu3BecTHA 4ecTOTa (OT HUIMYHUTE JaHHU HE MOXe Ja ObJe HallpaBeHa OLIEHKA HA YeCTOTaTa)
. ,»[113a“ CHHAPOM (CHCTOSIHHE, BKJIFOUBAIO HEBOJIHO CBUBAHE HA MYCKYJIUTE ¢ HEOOMYAHO

OI'bBAHC HA TAJIOTO U I'JlaBaTa Ha €JHa CTpaHa)

prl"l/l HEXKEJTaHU peaKluu, Ha0JII0]aBaHU IPpH PUBACTUIMHUH TPAHCACPMAJICH IJIACTUP, KOUTO
MoOraTt a Bb3HUKHAT U NIPU TaﬁJICTKP[Te, AUcCneprupaim ce B ycrara:

YecTu (Morart na 3acerHat 1o 1 Ha 10 mgymn)

o Bucoka temneparypa
. CunHa 00BpKaHOCT
. Hesanbpixane Ha ypruHaTa (HECTIOCOOHOCT JIOCTATHYHO Ja Ce 3abpiKa YPHUHATA)

Heuectn (Morat na 3acersat o 1 va 100 mymm)
. CBpBXaKTUBHOCT (TTOBUILIEHA aKTUBHOCT, O€3MIOKOMCTBO)

C Heu3BeCTHA 4eCTOTA (OT HAIMYHUTE TaHHU HE MOXe Jia Ob/ie HarmpaBeHa OIICHKA Ha YeCTOTaTa)

. AJepruyHy peaky Ha MCTOTO Ha OCTaBsAHE Ha IUIACTHPA, KaTO HAlpUMEP MEXYpPH WIH
BB3MAJICHNE Ha KOXKAaTa

AKO NOJTy4HTe HAKOSI OT U30POSHHUTE HEXKENaH! peakluu, KOHCYJITHpaiiTe ce ¢ Bamus nekap, Thil

KaTo € Bb3MOJKHO J1a C€ HY)KJaeTe OT MEAULIMHCKA ITIOMOLI.

Cpol1laBaHe HA HeKeJAHU Peakiuu

AKo oTy4nTe HSIKaKBU HEXKEJaHU JICKAPCTBEHU Peakllny, yBeaoMeTe Bamms nexap, ¢papManeBT win
MEUITMHCKA cecTpa. ToBa BKIIFOYBA BCUYKH BH3MOXKHHM HEOTIMCAHH B Ta3H JIMCTOBKA HEXEJIAHU
peakuu. MoxeTe ChIIo Ja ChOOIINTE HeXKEIIaH! PEaKIUK TUPEKTHO Ype3 HAIIMOHATHATA CUCTEMa 32
choOIIaBaHe, mocoveHa B [punoxkenue V. Karo cro0l11aBare HeskenaHu peaklini, MOXKETE J1a 1ajieTe
CBOSI IIPUHOC 32 MOJTyYaBaHe Ha ToBeYe HH(POpMaIHs OTHOCHO 0€301acHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cbxpansBate Nimvastid

I[a CC CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIA.

He u3nonsBaiiTe ToBa JeKapcTBO ClIe]l CpOKa Ha TOAHOCT OTOEIIsA3aH BbpXY OMakoBKara cien »[ ogex
110:«. CpOKBT Ha TOJTHOCT OTTOBAPSI HA MTOCIICTHUS JICH OT IIOCOYEHUS MECeIl.

ToBa nexapcTBO HE M3UCKBA CIICIIHATHN YCIOBHS 33 ChXpaHCHHE.

He usxBppisiiTe JexapcTBaTa B KaHAJIU3AIMATa WIKM B KOHTEHHepa 3a TIOMAalIHA OTIabLIH.
[Toruraiite Bamust papmarieBT kak a U3XBBPIIATE JEKapCTBaTa, KOUTO Beue He u3noinspare. Te3un
MEpKH II[e CIOMOTHAT 3a Olla3BaHe Ha OKOJHATA Cpea.

6. ChabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HH(POPMALMSA

KaxBo cbabp:xa Nimvastid

- AKTHBHOTO BEIIECTBO € PHBACTUTMHHOB XHIPOTCHTapTapar.

Bcesika Tabnetka, mucrneprupaiiia ce B ycraTa ChAbpikKa pUBaCTUTMUHOB XHPOT€HTapTapar,
croTBeTcTBaI Ha 1,5 mg, 3 mg, 4,5 mg unu 6 mg pUBaCTUTMUH.
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- JlpyruTe ChCTaBKH ca MaHUTOJ, MUKPOKPUCTAIIHA 1IET1yJ103a, XHAPOKCHITPOITMIIIIETYI03a,
apoMaT Ha JDKOKCH (MEHTOBO Macio, HAPEBUUCH MAIITOACKCTPHH), apOMaT Ha MEHTa
(ManTonekcTpuH, apadcka ryma, copouton (E 420), macio ot mosicka MeHTa, L-MeHTON),

KPOCIIOBH/JIOH, KaJIIMeB CUIIMKAT, MarHe3ueB creapat. Bikre Touka 2 ,, Nimvastid chabspika copOuTON

(E 420)".

Kak m3raexna Nimvastid 1 kKakBo ChbIbpika 0ONMAKOBKATA

TabneTkuTe, TUCIEPTUPALIN CE B yCTaTa ca KPBIJIM U Oei TablIeTKu.

Hanmunm ca 14 x 1 (camo 3a 1,5 mg), 28 x 1,30x 1,56 x 1, 60 x 1 nm 112 x 1 Tabnerka B
nepdopupan enHono308 onucrep or OPA/Al/PVC ¢onuo u PET/Al ortnensaro ce ¢onno.
He Bcuuxm BuIOBE OMAakOBKM MOTaT Jla ObAaT IyCHATH B ITpoJaXoa.

IpuTexaTea HA pa3pelieHHETO 32 YIOTPeda U MPOU3BOIHTE
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBenus

3a gombIHUTENHA HH(POPMALKS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
IPEACTABUTEI HAa IPUTEXKATEIIS Ha Pa3pelIeHUETO 3a yIoTpeda:

Belgié/Belgique/Belgien
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62

bnarapus
KPKA Bbairapus EOOJ
Ten.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: + 420 (0) 221 115 150

Danmark
KRKA Sverige AB
TIf.: + 46 (0)8 643 67 66 (SE)

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

Elrada
KRKA EAAAY EIIE
TnA: +30 2100101613

Espaiia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

85

Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62 (BE)

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 36 (1) 355 8490

Malta
E.J. Busuttil Ltd.
Tel: +356 21 445 885

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien
Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z o.0.
Tel.: + 48 (0)22 573 7500

Portugal

KRKA Farmacéutica, Sociedade Unipessoal Lda.

Tel: + 351 (0)21 46 43 650



Hrvatska Romania

KRKA - FARMA d.o.o. KRKA Romania S.R.L., Bucharest
Tel: + 38516312 101 Tel: +4 021 310 66 05
Ireland Slovenija

KRKA Pharma Dublin, Ltd. KRKA, d.d., Novo mesto
Tel: + 353 413 3710 Tel: + 386 (0) 1 47 51 100
island Slovenska republika

LYFIS ehf. KRKA Slovensko, s.r.o.,
Simi: + 354 534 3500 Tel: + 421 (0) 2 571 04 501
Italia Suomi/Finland

KRKA Farmaceutici Milano S.r.1. KRKA Finland Oy

Tel: + 39 02 3300 8841 Puh/Tel: + 358 20 754 5330
Kvnpog Sverige

KI.PA. (PHARMACAL) LIMITED KRKA Sverige AB

TnA: + 357 24 651 882 Tel: + 46 (0)8 643 67 66 (SE)
Latvija

KRKA Latvija SIA

Tel: +371 6733 86 10

JIaTa Ha MOCJETHO NMpepa3riiekaaHe Ha JUCTOBKAaTa

[MonpoOHa nHpopMaIHs 3a TOBA JEKApCTBO € MpeAocTaBeHa Ha yebcalita Ha EBporelickara areHIus
o JekapcTBaTa https://www.ema.europa.eu.
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