ITPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT
Prometax 1,5 mg TBBbpAM Kancynm
Prometax 3,0 mg TBbpAM Kancynu
Prometax 4,5 mg TBBpaAM Karcyiau
Prometax 6,0 mg TBEpaAM Karcyiau

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Prometax 1.5 mg TBbpAU Kancyan

Bcsika kancyna chIbpika pUBaCTUTMUHOB XHPOT€HTapTapaT, ChOTBETCTBAII Ha 1,5 mg puBacTUTMUH
(rivastigmine).

Prometax 3,0 mg TBBpAM Kancym

Bcesika karnicyna cbibpika pUBAaCTUTMHUHOB XUJPOTEHTApTApaT, ChOTBETCTBAI Ha 3,0 Mg pHBACTUTMUH
(rivastigmine).

Prometax 4.5 mg TBbpAU KanCyanu

Bcsika karcyna chbpika pUBaCTUTMUHOB XHPOTCHTapTapaT, ChOTBETCTBAII Ha 4,5 mg pUBACTHIMUH
(rivastigmine).

Prometax 6,0 mg TBBpAM KarcCyJIu

Bcesika xancyna chabpika pUBaCTUTMHHOB XUAPOTEHTapTapaT, ChOTBETCTBAI Ha 6,0 mg pUBaCTUTMUH
(rivastigmine).

3a IIBJIHUA COUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpAU Karcynu

Prometax 1.5 mg TBbpAU Kancyan

[ouTn 6511 10 GIIEAOXKBIIT Mpax B KarcyJa ¢ KbJITa Kalavka U >KBIATO TSUIO C OTIIeYaTaH HaAIUC B
yepseHo “ENA 713 1,5 mg” BbpXy T4J0TO.

Prometax 3.0 mg TBbpAU KaCyau

[ouTn 6511 10 GIIEAOXKBIIT Mpax B Karcyia ¢ OpamkeBa Kanauka i OpaHKeBO TSUIO € OTIeYaTaH
Haanuc B uepBeHo “ENA 713 3 mg” BbpXy TsUI0TO.

Prometax 4.5 mg TBbpAU KaCyau

[ouTn 6511 10 GIIETOXKBIIT Mpax B KarcyJja ¢ YepBeHa Kamayka 1 YepBEeHO TSUIO C OTIeYaTaH HaaIHC B
osu1o “ENA 713 4,5 mg” BbpXy TAIOTO.

Prometax 6.0 mg TBbpAU KACyIN

[TouTu 6511 10 GIIEAOXKBJIT MPax B KalcyJjia ¢ YePBEHA Kaladka U OpaHXeBO TAJIO C OTIEYaTaH HaIHC
B uepBeHO “ENA 713 6 mg” BbpXy TsUI0TO.



4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

CHUMITTOMAaTUYHO JICYCHHE Ha JISKa JI0 YMEPECHO TexKa AJXaiiMepoBa JEeMEHIIUS.
CHUMITOMAaTUYHO JICYCHUE Ha JIEKa JI0 YMEPEHO TeXKKa JCMEHIIHS NPH MAIUSHTH C UIUOTIaTHYHA
6omect Ha [lapkUHCOH.

4.2 Jlo3UpoOBKa M HAYMH HA NMPUJIOKEHHE

Jleuenueto TpsiOBa 11a ce 3amoYHe U Ja ¢€ CIACAM OT JIEKap ¢ OIHT B TUArHOCTHUKATA U JICUCHUETO Ha
AnixafimepoBa JIEMEHIUS WK JIeMEHIHsI, CBbp3aHa ¢ OonectTa Ha [lapkuncoHn. J[uarnosara TpsoBa
Jla C€ MOCTaBU ChIIIACHO ChBPEMEHHUTE MPENOPbKU. JIeueHneTo ¢ puBacCTUrMUH TPsiOBa a ce 3aroyHe
€IMHCTBEHO, aKO UMa YOBEK, KOMTO PEIOBHO 1€ CIeAU MIpUeMa Ha JIEKApCTBEHUS IPOIYKT OT
nalyeHTa.

2031/19031@1

PuBacturmuH TpsiOBa Aa ce mpuiiara JiBa ITbTH Ha JISH ChC 3aKycKaTa u Beuepsirta. Karncynure TpssoBa
Jla C€ MOTIBIIAT IEJIH.

Hauanna doza
1,5 mg nBa nbTH Ha JIeH.

Tumpupane na 0ozama

Hauannara mo3a e 1,5 mg aBa mbTH Ha JAeH. AKO Ta3| /103a € C 100pa MOHOCUMOCT CJIe]] MUHUMYM JIBE
CeJIMMIIY JICYeHHE, J03aTa MOXKe J]a ce TOBHILH 10 3 mg /1Ba MHTH Ha JieH. [locneaBamuTe MOBUIICHUS
1o 4,5 mg u cnex ToBa 70 6 mg ABa TBTH HA JCH TPsOBa CHINO Ja ce OCHOBAaBAT Ha odpara
MMOHOCUMOCT Ha HACTOSIIATa 7033 U MOTaT Jia ce OOMUCIIAT CJIe]] MUHUMYM JIBE CEIMUIIH JICYCHUE C
TOBa HHMBO Ha J103aTa.

AKoO 110 BpeMe Ha JICUSHHETO ce HaOJIr0IaBaT HeXKeNaH! peakiny (Harp. rajieHe, TOBphIIaHe,
KOpEeMHHU OOJIKHU MK 3ary0a Ha areTuT), OTCIIa0BaHe Ha TEeTJI0 WX BJOIIaBaHe Ha
EKCTpaNMpaMHUHUTE CUMIITOMH (HAIp. TPEMOp) MPH NAIUEHTHTE C JIEMEHIINs, CBhP3aHa ¢ 00IecTTa
Ha [TapkHHCOH, TE MOTAT J1a Ce MPEOJIOJIESAT Upe3 MPOITyCKaHe Ha €/IHA WIX TIOBeUe JT03U. AKO
HEeXeJlaHaTa PeaKIlus IEPCUCTUPA, JHEBHATA J103a TPSOBa BPEMEHHO Ja ¢e TIOHWKH JI0 IPEIX0HATa
J103a ¢ 100pa TOHOCUMOCT WJIU J1a C€ CIpe JICYEHHETO.

Ilo0ovporcawa do3za

EdexruBHata 103a € 3 10 6 mg 1Ba IbTH Ha JicH. 3a Jla € MOCTUTHE MAaKCUMAaJIHA TeparieBTHYHA
T0J13a, TTAIIMEHTUTE TPsIOBa a ce MOIbPKAT Ha Hall-BHCOKaTa IoOpe MOHOCUMa J103a.
[IpenopbuBaHaTa MakCMMaJIHA JHEBHA 7032 € 6 Mg JIBa IBTH HA JICH.

ITonabpxanioTo JeUSHHE MOXKE 1a Ce TIPOIBIDKH JOKATO ce HabJr01aBa TepareBTUIHA T0JI3a 3a
MaryenTa. 3aToBa KIIMHUYHATA 10J13a OT PUBACTUTMUH TPSOBA Ja ce MPEOICHIBa PEIOBHO, OCOOEHO 3a
MAIMEeHTHTE, IEKyBaHH C JI03W T0J] 3 Mg /IBa TBTH Ha JIeH. AKO ciie]] 3 Mecela JIeUeHHe C
MOJAIbPIKallla 1034 CTEIICHTa Ha BJIOIIABAHETO HA CUMIITOMUTE Ha IEMEHIIUATA Ha MAIlMEHTa HE Ce
TIOBJIMSBA B OJIATONPHUATHA IIOCOKA, JICUSHUETO TPsAOBa 1a ce crpe. CiupaHeTo Ha JICYCHHETO TPsOBa
Jla ce 0OMUCIIH U KOTaToO HsAMA IMOBEYE JJOKAa3aTeICTBA 32 TEPAeBTUYCH e(heKT.

WuauBuayatHUSIT OTTOBOP KbM PUBACTUTMHH HE MOXE J1a Ce MPeBUIU. BhIpekn ToBa Mmo-roysm
TepaneBTHYeH e(eKT ce HaOIro1aBa Py NaIpieHTuTe ¢ 6osect Ha [TapkuHCOH ¢ yMEpeHO TexKa
nemennwst. [TomoOHO Ha TOBa Mo-ToNsIM e(heKT ce HaOIIr01aBa MpH MAIMEHTUTE ¢ 0OJIeCT Ha
ITapKUHCOH ChC 3PUTEITHU XANIOIMHALNY (BXK. TOUKa 5.1).



JleueOHuT eheKT HE € U3CICABaH IPHU IUIale00-KOHTPOIUPAHHU MPOYUBAHMS C IPOIBIKUTSIIHOCT
IoBeYe OT 6 Mecela.

Ilosmopno 3anousane na mepanus
AKO JIeYCHHETO € IPEKBbCHATO 3a MTOBEYE OT TPH JHH, TO TPSAOBA 11a Ce 3all09YHe OTHOBO C 1,5 mg nBa
IBTH Ha JIeH. TuTpupaHeTo Ha J03aTa cliel] TOBa TPSAOBa /la Ce M3BBPIIBA KAKTO € OMICAHO IO-TOpe.

CHCLII/IEIJ'IHI/I nonyjaanvuu

bvbpeuno u wepnodpobHo yepescoarne

He e HeoOxoanmo kKopurnpaHe Ha 103aTa IMPH MAIMEHTH C JICKO 0 YMEPEHO OBOpEeTHO MTH
4epHOAPOOHO yBpexaaHe. HezaBrcuMo OT TOBa, OpaIy MOBHUINIEHATA EKCITO3HIIUS TIPH TE3U
MIOITyJIAIMK TPsIOBa CTPUKTHO Jia Ce CcIe/[BaT MPEMOPBKUTE 32 TUTPUPAHE B 3aBUCHMOCT OT
WHIMBH]TyaJTHATA IOHOCUMOCT, ThH KaTO MAIlMEHTUTE C KIMHUYHO 3HAYUMO OBOPEYHO WITH
YepHOJIPOOHO YBpPEXKIaHE MOTAT Jia TIOJydyaT IMOBeYe J0303aBUCUMU HEXellaHu peaknuu. He ca
MPOYYBaHU MAIUECHTH C TEXKKO YEPHOIPOOHO YBpEKIaHE, HE3aBUCUMO OT TOBa, Prometax karicynu

MOJKE /Ia C€ TpUJIara B Ta3W NAIMEeHTCKa MOITyJIAIus, IPH CTPUKTHO TpocieasBane (BXK. Touku 4.4 u
5.2).

Illeouampuuna nonynayus
Hsama croTBeTHa ynotpeba Ha Prometax B meanaTpuyHaTa MOIyJIAIKs P JICICHUETO Ha OoyecT Ha
Aunixaiimep.

4.3 IIporuBomokaszaHus

CBp’BX‘lyBCTBHTCHHOCT KbM aKTUBHOTO BCIICCTBO pPUBACTUIMUH, KbM APYTHU Kap6aMaTHI/I MMPpOU3BOJHU
HJIX KbM HAKOEC OT IIOMOIITHUTE BCUIICCTBA, I/136p06HI/I B Touka 6.1.

HpCI[IHeCTBaH_[a AHAaMHE3a 3a PCaKIU1 Ha MACTOTO HAa NPHUITOKCHUEC, HACOUBAIIIX KbM aJICPTUYCH
KOHTAKTCH ACPMATUT KbM PUBACTUTMHH IUIACTHD (B)K. TOYKa 44)

4.4 CrhenuajaHu npeaynpesxaeHus: U NpeANa3sHil MePKH IPH ynoTpeda

YecroTara U TeXKECTTa Ha HEXEIAHUTE PEaKIi OOMKHOBEHO HAPACTBA NPU MO-BUCOKUTE A03H. AKO
JICYCHUETO Ce MPEKBHCHE 3a MTOBEUE OT TPH JIHU, TO TPSIOBA J1a Ce 3all0YHe OTHOBO ¢ 1,5 mg JBa MTH Ha
JIEH, 3a J]a Ce HaMaJIi BEPOSITHOCTTA 33 HEXKEJIaH! PeakIiy (Harp. MOBPhIIaHe).

[Ipu npunarane Ha pUBaCTUTMUH IIACTHP MOXKeE J1a Bb3HUKHAT KOXKHH PEaKI[MH Ha MICTOTO Ha
IPUIOKEHUE U OOMKHOBEHO Ca JIEKU WM YMEPEHU 10 TEXECT. Te3u peakLuu He ca caMu 110 cede CH
IpU3HAK Ha aneprusupane. Bee mak, ynorpebara Ha pUBaCTUTMHUH IIIACTHP MOXeE J1a JIOBEIE 110
aJepruyeH KOHTaKTEH JEPMaTHT.

AnepruueH KOHTAKTEH JICPMATUT TPsIOBA J1a Ce MOI031pPa, aKO PEaKuATa Ha MICTOTO HA TPUIOKCHHE
€ pa3npocTpaHeHa W3BHH IPaHHIIMTE Ha IUIACTHPA, AKO UMa JJAHHU 32 IMO-WHTEH3UBHA JIOKaTHA
peakius (Hamp. yBeJIM4aBalll ce EPUTEM, €JIeM, MAIyJIH, BE3UKYJIH) H aKO CUMIITOMUTE HE ce
MOBJIMSIBAT 3HAYUTEIHO B PaMKHTE Ha 48 yaca clie/l peMaxBaHe Ha Iiactipa. B Te3u ciyuan
JICYCHUETO TPsAOBa J1a ce crpe (Bxk. Touka 4.3).

[TanuenTHTe, MPU KOUTO CE PA3BUAT PEAKIIUN HA MSACTOTO HA MPUIIOKECHHE, HACOYBAIIN KbM
aJIepruyYeH KOHTAKTEH JIEPMATUT KbM PUBACTHTMUH IDIACTUP M KOUTO BCE OIIE CE HYXIAsAT OT JICUCHHE
C PUBACTUTMUH, CJIEJ] OTPHUIIATENICH TECT 32 aJlepTHs U O] CTPOT MEIUIIMHCKY KOHTPOJI, TpsiOBa J1a
NPEMHUHAT KbM NIEPOPAITHO JIEYEHUE C pUBACTUTMUH. BB3MOXKHO € HAKOM MAIMeHTH, YYBCTBUTEITHN
KbM PUBACTUTMHUH TIPU €KCIIO3UIIHS HA PUBACTUTMUH ILTACTHP, 1a HE MOTAT Jia IpueMaT PUBACTUTMUH
0T KaKBaTo | 11a € hopma.



Vma peiku TOCTMApKETHHITOBH ChOOIICHHS 3 MAI[MEHTH, IPH KOUTO ¢ HAaOJII0JaBaH ajlepriuycH
JEPMATUT (IUCEMHUHUPAH), CIIC MPUIOKESHUE HA PUBACTUTMHUH, HE3aBUCHMO OT HaYMHA Ha
npuiokeHue (epopajieH, TpancaepMaieH). B Te3u ciydau JieueHHeTo TpAOBa Ja ce nmpekpaTH (BiK.
Touka 4.3).

ITanmmenTHTE M OOTPIIKBAIIIUTE TH TPSAOBA 1a ObAAT HHCTPYKTHPAHHU.

Tutpupane Ha no3ara: HabmogaBanu ca HeXXelTaHH peakiuy (Harp. XUNepTOHUS U XATIOIMHAIINN TIPU
MAIMCHTH ¢ AJI[XxaliMepoBa JICMEHITUS 1 BIIOMIABAHE HA EKCTPAIMPAMHUIHUTE CUMIITOMH, OCOOCHO Ha
TpeMopa, IpH MAIMEeHTH C IEMEHIHS, CBbp3aHa ¢ OosiecTTa Ha [lapkKHMHCOH) CKOPO CIie/I MOBUIIABAHE
Ha go03aTa. Te MoraT aa OTrOBOPSIT Ha MMOHMKaBAHETO Ha fo03aTa. B nmpyru ciydan Prometax e 6wt
MPEeKbCHAT (BXK. TOUKa 4.8).

CroManrHo-4peBHH HAPYIICHHUS KaTo rajicHe, MOBPBIIAHE U JUAPHS, ca JO303aBHCUMHU, U MOXKE J1a
HACTBIIAT Hakl-Beye MPH 3arovYBaHe Ha JICYCHUETO W/WJIH MOBHUILIABaHE Ha jo03aTa (BK. Touka 4.8). Te3u
HEeKeJIaHW PEaKI[Ui Bb3HUKBAT HAal-ueCcTo NpH *eHu. [Ipu nanueHTn, KOUTo moKa3BaT NpU3HAIU U
CUMITOMH Ha JEXUApAaTAIHs], B Pe3yATaT Ha MPOIBIDKUTEITHO MOBPBIIAHE WK JTUAPHSI, MOXKE J1a Ce
npeanpueMaTr MHTPpaAaBCHO3HU BJIMBaHW, HaMAJIIBAHE HaA J103aTa WIK CIIMPAHE HA TEparuATa, ako
OBIIaT OTKPUTH U JIEKyBaHU HaBpeMe. J[lexuapaTtanusara MOXKe J1a JIOBEE O CEPUO3HH ITOCIICCTBHYSL.

[Tpu nanmenTute ¢ 6osecT Ha AnmxaiMep MOXKe Jia ce MMOHWXKH TertoTo. MHXxuburopure Ha
XOJIMHECTepa3aTa, BKJIIOYUTETHO PUBACTUTMUH, Ca CBBP3aHU C OTCJIa0BaHE Ha TETJIO MPH TE3U
nauueHTH. [lo Bpeme Ha TepanusiTa TpsOBa Aa ce CIEAM TETIOTO Ha MalUeHTA.

B ciyyaii Ha TeXXKO MOBPBINAHE CBBP3aHO C JIEYEHUETO C PUBACTUTMUH, € HEOOXOJMMO Ja ce
M3BBPLIN NOJAXOSII0 KOPUTHPAHE Ha A03aTa CHOpe] MpernopbkuTe B Touka 4.2. Hakou cinydan Ha
TEXKO IOBPBILAHE Ca CBBP3aHU C PyNTypa Ha XpaHonpoBoaa (Bx. Touka 4.8). IlonoObHu crbutust
HACTBIBAT 0COOEHO clie]l TIOBUILIABAHE Ha J]03aTa MM PU BUCOKH JI03M PHBACTUTMHUH.

Yawmken QT uHTEepBal, OTYSTEH HA SIICKTPOKAPAUOTPaMa, MOXKE J1a Bh3HUKHE MPU TAIUCHTH,
JICKYBaHH C OIIPECACIICHU JICKAPCTBCHU MMPOAYKTHU I/IHXI/I6I/ITOpI/I Ha XOJIMHECTCPasaTa, BKIIFOUUTCIHO
pUBacTUTMUH. PUBaCTUTMUH MOJKeE J1a TPUUUHH OpagnuKapIusi, KOETO € pUCKOB (aKkTOp 32 Bh3HUKBAHE
Ha torsade de pointes, NpeIMMHO TP MAIMESHTH C IPYTU puckoBH dakTopu. [Ipenopbusa ce
MIOBHUIIICHO BHUMAaHHUE MPH NAIMEHTH C BeUe ChIECTBYBAIIO yabbkaBaHe Ha QT nHTepBaa uiu ¢
(damuHa aHamHe3a 3a yabkeH QT uHTEpBai, WK NPH MAIMEHTH C T0-BUCOK PHCK 33 Pa3BUTHE HA
torsade de pointes, HampuMep TaKKMBa C IEKOMIICHCUPAHa ChpJeUHa HETOCTATHYHOCT, CKOPOIIICH
MUOKapJieH HHPAPKT, OpauapuTMHUsI U CKIIOHHOCT KbM XUTIOKATTHEMUS MM XHITOMArHE3UEMUS, T
MIPUEMAIIH 10 CHIIIOTO BPEeME JICKApCTBEHU MPOYKTH, 32 KOUTO CE 3Hae, Ue MPETU3BUKBAT
yabmkasane Ha QT uHTEpBana u/unu torsade de pointes. Moxe ChIIO J1a c€ HAJIOXH KIMHAYHO
npocnenssane (EKI) (Bx. Touku 4.5 u 4.8).

Tps0Ba 1a ce BHUMaBa ¢ ynorpebara Ha PUBACTUI'MHH MPH MALMEHTH ChC CHHAPOMA Ha OOIHUS
CHHYCOB BB3€JI WIIK HAPYIIIEHUS Ha MTPOBOJANMOCTTA (CHHOATpHANIEH OJIOK, aTPHOBEHTPUKYIAPEH OJIOK)
(Bx. TOuka 4.8).

PuBacturmmu moxe na IIPUYNHHA ITOBUIICHUE HA CEKPCIUATA HA COJIHA KUCEIIMHA B CTOMaxa. TpH6Ba
Jla C€ BHUMaBa Mpu JICUCHUC Ha MAIITMEHTU C aKTUBHU CTOMAIIHU WX OAyOACHAJIHU A3BU WU NMAIUCHTU
C MpEAMCIIO3UINSA 3a TE3U 3a00JISIBAHMUS.

Wuxuburopure Ha XONMHECTEpa3aTa TPsAOBa J1a ce MPEANNCBAT BHUMATEIIHO MTPH MAI[UEHTH C
aHaMHe3a 3a aCTMa WK OOCTPYKTHUBHO 0enoipoOHO 3a00JIsBaHe.

XOTMHOMUMETHITUTE MOTAT Ja MHAYIIMPAT WK Aa TOBEAAT 10 eK3arepoanus Ha 00OCTPyKIHS Ha
MMAKOYHUTE TBTHINA U TIPUTIATBITH. [IpernopruBa ce OBHUINICHO BHUMAaHUE TIPH JICUCHUE Ha TTAIUEHTH C
MIPETMCTIIO3HIINS 32 TAKUBA 3a00ISIBAHMS.



He e m3cieqBana ynorpebaTa Ha pUBaCTUTMHH IPH MAIIMEHTH C TEXKa JIEMEHIHS PH 00JIecTTa Ha
Anmxaiimep nim cBbp3aHa ¢ 6onectra Ha [lapkuHCOH, APYTH BUAOBE IEMEHITUS FITH IPYTH TUIIOBE
pascTpoiicTBa Ha MaMeTTa (Bb3pacTOB KOTHUTUBEH YIIAbK) U TI0 Ta3u MPUYHHA HE Ce TPErnophyuBa
ynorpebaTa Mpu Te3u IPyNy OT MAI[UCHTH.

ITono6HO Ha OCTaHATHTE XOMMHOMHUMETHUIM PUBACTUTMHUH MOJKE Ja JI0BEJIE 10 eK3arepOanus win 1a
MHIyLMpa eKCTpanupaMuanu cuMntomu. HaOmronaBanu ca BiomaBaHe (BKIIOUUTEITHO
OpajvKnHE3Ms, AUCKUHE3US, HAPYIIeHNs Ha TIOX0/IKaTa) U TIOBUIIIEHHE Ha YeCTOTaTa U TeKECTTa Ha
TpeMopa MpH NMaIUEHTH C IEMEHIHsI, CBbp3aHa ¢ Oonectra Ha [TapkuHcoH (Bk. Touka 4.8). Te3n
peaxuuy BOAAT [0 CIIMPaHe Ha pUBACTUTMUH B HAKOM CIIydad (Hamp. cnupane nopaau tpemop 1,7% 3a
puBacturmMuH crpsmo 0% 3a miane6o). IIpernopbuBa ce KIIMHUYHO NpociesBaHe Ha TE3U HeXeJIaH!
pEaKIHH.

CHeLII/IaJ'IHI/I nonyjaanuu

[Ipu nanyeHTHUTE ¢ KIMHUYHO-3HAYUMO OBOPEUHO MM YEPHOAPOOHO YBPEKAAHE MOKE J1a CE TIOSABAT
NOBeYE HEXKENNaHU peakuuu (Bk. ToukH 4.2 u 5.2). TpsiOBa CTPUKTHO Aa ce cra3BaT NPENoPbKUTE 3a
TUTPHUPAHE Ha J103aTa B 3aBUCUMOCT OT UHJMBUyaJHaTa NOHOCUMOCT. He ca nmpoyuBaHu manyeHTH ¢
TEXKO 4epHOIpoOHO yBpexkaane. HezaBucumo ot ToBa, Prometax moxxe na ce mpusiara B Tasu
MAIMEHTCKA MOMyJIaLus, TP CTPUKTHO MPOCIIEsIBaHE.

HpI/I MMAIMUCHTHUTE C TCJIICCHO TETJIO 110 50 kg MOXKE Ja C€ MMOABAT IIOBEYEC HEXKCIJIAHU PEAKIIUN U € T10-
BCPOATHO Aa MMPECYCTAHOBAT JICUCHUCTO IMOPAIN HEKCIIAHU PCAKIIUU.

4.5 B3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (JOpMH Ha B3auMojeiicTBHe

Karo xonuHectepaseH HHXHOUTOP PUBACTUTMHH MOXKE JIa YCHIIM eDEKTUTE HA MyCKYJTHUTE
penaKkcaHTy OT CyKIMHUIIXOJIMHOB THII II0 BpeMe Ha aHecTe3us. [IpenopbuBa ce MOBUIIEHO BHUMAHUE
npu u300pa Ha cpeAcTBaTa 3a anecte3us. [Ipr HeoOXOTUMOCT MOXKe J1a ce€ OOMHUCIIN Bb3MOXKHO
KOpUTMpaHe Ha J103aTa WU BPEMEHHO CIIUPAHE HA JICYEHUETO.

BbB Bpb3ka ¢ hapMakoAMHAMUYHUTE €(EKTH M Bb3MOXKHU J00aBbUHU €(PEKTH, PUBACTUI'MHUH HE
TpsiOBa Jja ce AaBa 3a€IHO C IPYTH XOJTMHOMHUMETHYHH BEIIeCTBA. PUBaCTUTMHUH MOJKe /1a TIOBITHSIE
JIEHCTBHETO Ha aHTHXOJIWHEPTHYHUTE JIEKAPCTBEHHU MPOTYKTH (HAMp. OKCHOYTUHWH, TOJITEPOINH).

[Ipu cpBMecTHa yroTpeba Ha pa3nuyHy O6eTa GJIoKepH (BKIIOUHUTETHO aTEHOJI0N) U PUBACTUTMUH Ce
ch0OIIIaBaT 100aBbuHM e(EeKTH BOACIIH 10 OpaguKapaus (KOATO MOXKE Ja JOBEJIE 10 CHHKOII).
OuakBa ce ChbpAeYHO-CHAOBUTE OeTa OI0KepH J1a ObAAT CBBP3aHU C TIO-TOJISIM PHUCK, HO UM TIOTYYEeHU
ChOOLICHUS U OT NALMEHTH, U3M0JI3BalM Apyru Oeta Onokepu. [lopaan Ta3u npuurHa € HEOOXOAUMO
NOBHUIIIEHO BHUMAHHUE TIPH NpUJIaraHe Ha PUBACTUIMUH ¢ OeTa OJOKepH U APYTd CPENCTBA, BOJCIIH O
Opanukapaus (Hamp. kiaac 11l anTmapuT™MHUYIHE CpeacTBa, KaIIIUeBU aHTarOHUCTH, TUTUTAINCOBU
TJIMKO3UIU, TMJIOKAPIIHH).

Toii kaTo OpagrKapaAMsTa MPeCTaBIsiBa PUCKOB (pakTop 3a pa3BUTHE HA forsades de pointes,
KOMOWHHMPAHETO Ha PUBACTUTMHUH C JICKAPCTBEHU TPOYKTH, KOUTO MOTAT Jia IPE3BUKAT
yabsmxasane Ha QT unTepBana unu torsades de pointes, KaTo HapUMEP aHTUIICUXOTHULH, HAIIP HAKOH
(heHOTHa3MHNU (XJIOPIPOMA3HH, JIEBOMENIPOMa3HH), OeH3aMUAH (CYIIUPUA, CYITONPHI, aMUCYIIIPH],
THATIPH]I, BEPATUIIPHU]T), TUMO3UI, XaTOTEPHION, APOTIEPUION, IU3APIIH/I, IUTATIONpaM, TUPEeMaHuII,
€PUTPOMHULMH 1.V., Xalo()aHTPUH, MU30JIACTHUH, META0H, HIEHTAMUIUH U MOKCU(IIOKCALIMH, TpsAOBa Aa
CTaBa NpU IMOBUILEHO BHUMAaHKE, KaTO MOJXKE J1a c€ HAJIOXKH U KIMHUYHO MoHuTOpHpane (EKT).

He e nabmonaBano GpapMakOKHHETUYHO B3aUMOJIEHCTBIE MEX/Yy PUBACTHIMUH M JUT'OKCHH,
BapdapuH, 1uazenamM WM (IyOoKCeTHH MIPU NPOYUBaHUS ChC 3ApaBHu 100poBoiuy. [loBuienrneTo Ha
IPOTPOMOMHOBOTO BpeMe, IPEAU3BUKAHO OT BapapuH, HE ce MOBIHsIBA OT NPUIIOKEHUETO Ha
puBacturmMuH. He ca HabmrogaBanu HexxenaHu eheKTH BbPXY ChpAeUYHATa IPOBOJUMOCT CJIE]
CHBMECTHOTO MPUJIOKEHHE HAa PUBACTUTMUH U JTUTOKCHH.



CeoriacHo JaHHUTE 3a MeTaboIM3Ma Ha PHBACTUTMHUH META0OJUTHUTE B3aUMOICHCTBUS C IPYTH
JICKaPCTBEHU MPOIYKTH H3TIICKIAT MAJIKO BEPOSTHU, BBIIPEKHU Ue TOH MOXKE Jla HHXHOUpa
MeAUHpaHusl OT Oy TUPIIXOJIMHECTEpa3aTa MeTabO0IU3bM Ha JPYTH BEIIECTBA.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

BpemenHoct

[Tpu OpeMEeHHU KUBOTHH PUBACTHI'MHH /MM METa0OJIMTUTE IPEMUHABAT Mpe3 mianeHTara. He e
W3BECTHO JIAJIM TOBA CE CIy4Ba U MpH XopaTta. HsiMa KIMHUYHYU TaHHU 32 CIIy4Yad Ha eKCIO3UIUS MTPH
opemenHoct. [Ipu nmepu-/mocTHATAIHYA IPOYYBAHUS MPH ILTHXOBE ce HAOII0AaBa yBEIMYCHHE HA
TeCTAIIMOHHOTO BpeMe. PuBacTurMuH He TpsiOBa Jia ce M3MO0I3Ba P OPEMEHHOCT, OCBEH B CITyYail Ha
KaTeropuyHa HE0OXOIUMOCT.

Kspmene

[Ipu >KUBOTHH PUBACTUTMHH CE€ EKCKpETHpa B MIISIKOTO. He e n3BecTHO, fany puBacTUTMHUH CE
€CKpeTHpa B KbpMaTa. 3aTOBa JKEHUTE HA JICYCHHE C PUBACTUTMUH HE TPsiOBa a2 KbPMSIT.

deprunurer

Hsma HabmomaBany Heskenanu eheKTH Ha pUBACTUTMUH BHPXY (QEpTHIIUTETa HIIH PEIPOTYKTHBHATA
CITOCOOHOCT TPH TUTEXOBE (BXK. Touka 5.3). EdexTruTe Ha pUBaCTUTMUH BHPXY (HEPTHINTETA TIPHA X0pa
ca HEM3BECTHU.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe U padoTa ¢ MAIINHA

Bonecrra Ha AnxaiiMep MOXe J1a IPUYMHU MTOCTEIICHHO HApYIIaBaHE HAa CIOCOOHOCTTA 32 MIopUpaHe
WM J1a KOMIIPOMETHPA CIIOCOOHOCTTa 32 paboTa ¢ MmamuHA. OCBEH TOBa pUBACTHTMUH MOJKE Ja
NPUYHUHYU 3aMassHOCT M CHHJIMBOCT TJIABHO MPH 3all0YBAHE HA JICUYCHUETO WM MTOBUIIIABAHE HA JI03aTa.
B pe3ynraT Ha TOBa pUBACTHUTMHH TOBJIHSIBA B MaJIKa WJIM B yMEpEHa CTETeH CIIOCOOHOCTTA 32
mogupane u padora ¢ Manuad. CleI0BaTEeIHO, CIIOCOOHOCTTA HA MAIIMEHTUTE C JCMEHIIUS, KOUTO ca
Ha JICYCHUE C PUBACTUTMUH J1a IPOABIIKAT J1a MIO(GUPAT WK pabOTAT ChC CIIOKHU MAIllMHU, TPSOBA
PEAOBHO J1a Ce mojjiara Ha OIICHKa OT JISKYBAIIHs JIeKap.

4.8 Hexenanu JjeKapcTBeHH peakuuu

O060011eHre Ha Tpoduiia Ha 0E€30IIaCHOCT

Haii-gecto noknaaBanute Hexxenanu peakiyu (HJIP) ca cromarnHo-upeBHY, BKITFOYBAIIIH T'a/ICHE
(38%) u noBpwane (23%), ocobeHo 1o BpeMe Ha TUTPUpaHe Ha jo3ara. JlokaszaHo e, ue
MAIMEeHTKAUTE, y9aCTBAM B KIIMHUYIHY IMPOYYBAHUS, Ca TTO-CKIIOHHU OT MBXETE KbM CTOMAIITHO-
YpEeBHU HEXKEJIAaHW PEaKITUH U OTCIabBaHe Ha TETJIO.

Tabnu4uuo OpeacCTaBAHEC HAa HEXKCIIAHUTC PCAKIIMNU

Hexenanute peakiuu B Tabmuia 1 u Tabmuna 2 ca n3dpoenu cwriacHo MedDRA — o cuctemo-
OpraHHHM KJIacOBE H I10 YecToTa. KaTreropuure 4ecToTH ce ONMpeaesiT ChIIaCHO ClICAHATAa KOHBEHIIUS:
MHoro yectd (> 1/10); wectr (> 1/100 mo < 1/10); mewectu (> 1/1 000 mo < 1/100); peaxu (= 1/10 000
1o < 1/1 000); muoro penku (< 1/10 000); ¢ Hen3BecTHA YecTOTa (OT HATUYHUTE TAHHU HE MOXKE J1a
ObJIc HaIpaBeHa OIICHKA).

Cb0panu ca cboOLICHNUS 32 CIACTHUTE HeXENIaHU PeakLuy, 130poeHu mo-goiny B Tabnuua 1, npu
MalKeHTu ¢ AxaiiMepoBa JeMEeHIus, JIeKyBaHu ¢ Prometax.



Taoauna 1

Nudexunu u nuadecranumn

MHoro penku YpuHapHa nHGEKIUs
Hapymenns Ha MeTa00JIM3Ma U XpaHEHeTO
MHoro yectu AHopekcust
Yectn Hamanen anetur
C Hem3BecTHa 4ecTOTa Jexuapararust
Hcuxnynn HapymeHnst
Yectn Kommapu
Yectn AKUTHpaHOCT
UecTtu OO0BpKaHOCT
UecTtu TpeBoxkHOCT
Heuectn bescvHue
Heuectn Henpecust
MHoro penku XanouHamu
C HeW3BeCTHA YECTOTa ArpecuBHOCT, 6€3MTOKONCTBO
Hapyumienus Ha HepBHaTa cucTeMa
MHoro yectu 3amMasHOCT
UecTtu I'maBoGonue
Yectn CpHIHUBOCT
Yectu Tpemop
Heuectn Cunkon
Penxu [Tpunaabim
MHoro penku Excrpanupamunau cuMrntoMu (BKIIOYUTETHO BIOIIaBaHE Ha
Oonecrra Ha [lapkuHCOH)
C Hemn3BecTHa yecToTa [IneBpoToTonyc (,,Pisa“ cuaapom)
Chpaeynu HapylmeHust
Penxu CreHokapaus
MHoro penku Copreynu aput™Muu (Harp. OpaauKapivs,
aTPUOBEHTPHUKYJIAPEH OJIOK, MPEACHPIHO MBKIEHE U
TaxXUKapIus)
C HeW3BeCTHA YE€CTOTA CuHapoM Ha OOJNHHS CHHYCOB BB3ell
CbaoBu HapymieHust
MHoro penku XUnepToHUs
CToMalIHO-4YpeBHU HAPYIIEHUS
MHoro yectu lanene
MHoro uectu [ToBpbiiane
MHoro dyectu Huapus
Yectn Kopemuu 60ku 1 nucnencust
Penku CroMauisu 1 1yoJIcHaIHU SI3BU
MHoro penku CromanrHo-4peBHU KPbBOU3IHBH
MHoro penku ITankpeatur
C Heu3BeCTHA YECTOTA Hsxou cmydan Ha TEXKO MOBPBIIAHE CE€ CBHP3BAT C PYITYypa

Ha XpaHoIpoBoja (BXK. Touka 4.4).

XenaToouauapHu HapylIeHus

Heuectu IToBumienu yepHOPOOHHU (PYHKIIMOHATIHH IIOKA3aTENIN
C HeusBecTHa yecToTa Xenatut
Hapymennsi Ha KoxkaTa M HOAKOKHATA ThbKaH
Yectu Xunepxuaposa
Penxu OO6pus
C Hemn3BecTHa yecToTa Cpp0ex, anepruueH 1epMaTuT (JMCEMHUHHUPAH)
OO0y HapymeHus ¥ e)eKTH HA MACTOTO Ha NIPUJIOJKEHHE
Yectu YMopa u acTeHus
Yectn Hepasnonoxenue
Hegectn [Tpunagpk




HN3caenBanus
Uectn 3ary06a Ha Terio

ITpu Prometax TpaHcaepMalieH MIacTUP ce HAOII0aBaT CICIHUTE JOMBIHUTEITHA HEXCITaHH
pEaKIiK: ICITUPUYM, TUPEKCHUsI, HAMAJICH alleTHT, YPHHAPHA HHKOHTHHEHIHS (YeCTH), ICHXOMOTOpPHA
XHUIIEPAKTUBHOCT (HEYECTH ), EPUTEM, YPTHKAPHS, MEXYPH, aJICPTHUCH JACPMATUT (C HEU3BECTHA
YEeCTOTA).

Tabnuria 2 moka3Ba HeXXEIaHUTE PEAKIINHU, ChOOIABAHY MPH MAIIMEHTH C JIEMEHIIUS, CBbp3aHa C
6onecrra Ha [lapkuHCOH, NTeKyBaHH ¢ Prometax kancynm.

Tabauna 2
Hapymenns Ha MeTa00JIM3Ma U XPaHEHeTO
UecTtu Hamanen anetut
Yectu Hexunparanus
Hcuxuynm HapymeHus
UecTtu bescrHue
UecTtu TpeBoxkHOCT
Yectn besnokoiicTBo
UecTtu 3pUTETHU XaTIOLUHAILIII
Yectn Henpecus
C HeW3BeCTHA YeCTOTa ATpecuBHOCT
Hapyumienus Ha HepBHaTa cucTeMa
MHoro yectu Tpemop
UecTtu 3amMasHOCT
Yectn CpHIHUBOCT
UecTtu I'maBoOonue
UecTtu Bonect na [TapkuHcoH (BIiomaBaHe)
Yectu bpanukunesus
Yectu Juckune3uns
UecTtu XunokuHesus
Yectn Purnnsoct tun “3p09aro Komeno”
Heuectn Juctonus
C Hemn3BecTHa yecToTa [IneBpoToTonyc (,,Pisa“ cuaapom)
Chbpaeynn HapyLmeHust
Yectu bpanuxapaus
Heuectn IIpencwpaHo MbxaeHE
Heuectn ATpHOBEHTPUKYJIATCH OJIOK
C HeW3BeCTHA YECTOTa CuHzipoM Ha OOJTHUS CHHYCOB BB3€l
CbaoBu HapyLIeHHs
Yectn XumnepToHus
Heuectn XunotoHust
CToMalIHO-4YpeBHU HAPYIIEHUS
MHoro yectu lanene
MHoro uectu [ToBpbiiane
Yectn Huapus
Yectu Bboiika B kopema u aucnencus
Yectn XunepcaauBaus
XenaToOnJIuAPHA HAPYLICHHUS
C Hem3BecTHa 4ecTOTa XenaTtur
Hapyuienus Ha K0KaTa U MOJAKO0KHATA ThKaH
UecTtu Xunepxuaposa
C HewW3BeCTHA YECTOTA AJepruveH IepMaTuT (IMCEMUHHUPAH)




OO0mm HapymieHus ¥ e)eKTH HA MSICTOTO Ha NPHUJIOKeHNe
MHoro yectn Komnamnc
Yectn YMopa 1 acTeHus
Yectn Hapymenns na noxoaxara
Yectu ITapkrnHCOHOBA MOXO0/AKA

Crnennara TOMBIHUTETHA HEXEIaHa peakiys ¢ Oria HabJro1aBaHa Mpy MPOyYBaHEe MTPH MAIUEHTH C
JIeMEHIINs, CBhp3aHa ¢ Oonectra Ha [lapkuHCOH, eKyBaHu ¢ Prometax TpaHcaepMalleH TacTHp:
BB30yIa (4eCcTh).

Tabmmia 3 mocouBa Opost ¥ MPOIIEHTA HA MAITUEHTUTE OT CHEIUGUIHOTO 24-CEIMUYHO KITMHIYHO
MpoyYBaHe, MPOBeJIeHO ¢ Prometax mpu mamueHTy ¢ JeMeHIUs, CBbp3aHa ¢ OoJyiecTTa Ha [[apkuHCOH,
C TIPEJIBAPUTEITHO JIe(hMHUPAHU HEIKEITAHU CHOUTHS, KOUTO MOTAT JIa OTPa3sABaT BIOIIABAHE HA
CHUMIITOMHUTE HA MAPKHHCOHU3MA.

Tabauna 3
IIpenBapuTteaHo 1epUHUPAHU HEKEJTAHH CHOUTHS, Prometax Ilnane6o
KOMTO MOraT /ia 0TPa3siBaT BJIOLIABAHE HA n (%) n (%)
CHMNTOMUTE HA MAPKUHCOHN3MA MIPU MAIIMEHTH C
JeMeHIus1, CBbp3aHa c fosectTa Ha [lapkuHCcoH
001110 M3CTIeABAHM TTAITUCHTH 362 (100) 179 (100)
OO0 nanuenTH ¢ npeasaputenso aeduaupann HC 99 (27,3) 28 (15,6)
Tpemop 37(10,2) 7(3.,9)
[Ipumaapk 21 (5,8) 11 (6,1)
Bonect Ha [TapkuHCOH (BIOIIIaBaHe) 12 (3,3) 2 (L,1)
XurnepcanuBarus 5(1,4) 0
Juckunesus 5(1,4) 1 (0,6)
[TapkuHCOHU3BM 8(2,2) 1 (0,6)
XunokuHe3us 1(0,3) 0
Hapymenne Ha TBIKESHHETO 1(0,3) 0
Bpagukunesus 9(2,5) 3(L,7)
Jluctonus 3(0,8) 1(0,6)
[TaTonoruuna moxojka 5(1,4) 0
MycKyiTHa pUTHIHOCT 1(0,3) 0
Hapymenue Ha paBHOBECHETO 3(0,8) 2(1,1)
MyCKyJIHO-CKEJIETHa CKOBAaHOCT 3(0,8) 0
Purumaoct 1(0,3) 0
MortopHa aucHyHKIHS 1(0,3) 0

Cho0InaBate Ha MO03MPAHU HOWKEIIAHHU PEAKITUH

Cro0ImaBaHeTo Ha IMOIO3MPaHN HEKEJIAaHHU PEaKIIMU ciie]] pa3pelaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
NPOAYKT ¢ BaxkHO. TOBa MO3BOJISABA Ja IPOIBIDKH HAOIOICHUETO Ha ChOTHOIICHUETO TOI3a/pUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICIUATUCTH CE U3UCKBA J]a ChOOIIABAT BCSKA
MOJIO3UPaHa HeXellaHa Peakiusl uype3 HallMOHAIHA CHCTeMa 3a ChOOIIaBaHe, TIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane
CumnromMu

IToBedero cnyuyan Ha CITydaifHO TIPEIO3UpPaHE HE Ca CBbP3aHU C KIIMHUYHU MPU3HAIN ¥ CUMIITOMU U
MOYTH BCHYKH 3aCETHATH TMAlMEHTH MMPOIBIDKABAT JICUEHHUETO C pUBACTUTMUH 24 daca cief
MIPeI03UPaAHETO.

C’LO6I_LIaBaHI/I Ca CjIy4au Ha XOJMHEPruiHa TOKCUIHOCT CbC CUMIITOMU, KOUTO CE Ha6J'IIO):[aBaT npu
YMEPCHO MYCKAPUHOBO OTPABAHC KAaTO MHO34, 3a4CPBABAHC HA JIMLICTO, XPAHOCMUWJIATCIIHU HAPYIIICHU,
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BKJTFOUMTEITHO KOpeMHa 00JIKa, TajicHe, MOBPBIIaHe U quapusi, Opaukapius, OpoHX0Ca3bM U
TIOBUIIICHA OPOHXHATHA CEKPEIINsl, XUTIEPXHIPO3a, HEBOJIHO YPHUHUPAHE W/ Jiedekars, JTaKpruMaIus,
XUTOTOHHUS Y OBUIICHO CIIFOHOOTCIISIHE.

B mo-TexxkuTe cirydau Morat Jja ce MOsIBIT M HUKOTHHOBU €(PeKTH KaTo MyCKYJIHa cllabocT,
(hacumKyJaIiK, '’EPUOBE U PECITUPATOPEH aPECT, C Bh3MOXKEH JIETAJICH H3XO]I.

OcBeH TOBa MMa MIOCTMAPKETUHTOBH CITyYad Ha 3aMasiHOCT, TPEMOP, TJIaBO00HE, ChHIUBOCT,
00BPKAHOCT, XUIEPTOHUS, XATFOIIMHAIINN M 0010 HEPA3IIOI0KECHHUE.

Jleuenue

Tl KaTO pUBACTUTMUH MMa IJIa3MEH TOTY>)KUBOT OT OKOJIO 1 Yac M MPOABIDKUTEITHOCT Ha
WHXUOWpAaHE Ha alleTUIIXOJIMHEeCTEpas3aTta OT OKoJIo 9 yaca, IpenopbyBa ce MpH CIIydan Ha
ACHMITTOMATHYHO MPEI03UPaHe Ja He ce Mmpujiara JOMbJIHUTEIHA 1038 PUBACTUTMHH Npe3
crneaBanuTe 24 yaca. AKO MPeI03UPAHETO € ChIIPOBOICHO OT TEXKKO TaJICHE U MOBPbIaHe, TPsiOBa 1a
ce 00chau ynotpebara Ha aHTHeMeTHIIH. [Ipu HyKaa TpsAOBa Aa ce mpeAnprUeMe CUMITOMATHYIHO
JIeUCHHE 32 OCTAHAINTE HEXETaHU PEaKIIHH.

[Ipu 3HAUMTENHO MTpEeIo3nupaHe MOXKE J1a ce U3Mo3Ba arponuH. [IpenmopbuBa ce HadadHa 032 OT
0,03 mg/kg uHTpaBeHO3eH aTPOIUH CyJdarT ¢ MocieIBally 031 B 3aBUCUMOCT OT KITMHUYHUS
otroBop. He ce mpenopruBa yrnorpebdara Ha CKOMOJIAMHH KaTO aHTU/IOT.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakoguHAMWYHH CBONCTBA

®dapmMakoTepaneBTHYHA TPyIIa: TICHX0AHAJIETITUIN, aHTUXOInHecTepa3Hu npoaykti, ATC kox:
NO06DAO03

PuBacTUrMHH € MHXUOUTOD Ha alETUII- U Oy TUPUIXOJIMHECTEPA3UTE OT KapOaMaTeH THII, 32 KOWTO ce
CYHMTA, Y€ yJIECHSABA XOJUHEPTUYHATA HEBPOTPAHCMUCHS Upe3 3a0aBsiHe pa3rpakJaHeTO Ha
AIETIIIXOJIMHA, OCBO0OJICH OT ()YHKIIMOHAIHO HHTAKTHUTE XOJUHEPruyHU HeBpoHU. Clie0BaTEITHO
PUBACTUTMUH MOXE JIa IMa OJIATONPUATEH €PEKT BbPXY XOJIMHEPTHYHO METUUPAHKsI KOTHUTUBEH
neHInT IPU TEMEHIINS, CBhp3aHa ¢ 00ecTTa Ha AJxaiMep win ¢ 6osrectta Ha [lapKUHCOH.

PuBacTurMuH B3aMMOACHCTBA C IPULIETHUTE EH3UMHU Upe3 0Opa3yBaHe Ha KOBAaJIEHTHO CBhP3aH
KOMIIJIEKC, KOMTO BpEMEHHO MHAKTUBMpa eH3umure. [Ipu 31paBu Miiaan Mbxe nepopainHara 103a OT

3 mg nmoHmWKaBa aKTUBHOCTTA Ha arleTuiaxoynHecTepasapara (AChE) B nepeOpocnuHaiHaTa TEYHOCT C
npubnusurenno 40% npes mepBuTe 1,5 yaca cieq NpUIoKEHUETO. AKTUBHOCTTA Ha €H3UMa Ce BPbIIa
JI0 U3XOIHOTO HUBO OKOJIO 9 yaca ciiefl MOCTUraHe Ha MaKCUMalTHuA HHXUOuTopeH edekt. [lpu
naueHTu ¢ Oosect Ha Annxaiimep naxuoupanero Ha AChE B niepeOpocnuHaiHaTa TSYHOCT OT
PHUBACTUTMUH € J0303aBHCUMO 10 6 mg ABa IbTH THEBHO, KOSITO € Hail-BUCOKAaTa MIPOyYBaHa J03a.
Nuxnubupanero Ha aKTUBHOCTTA Ha OyTHPHIXOJIMHETEpa3aTa B IepeOpOCHMHAIHATA TEUHOCT MPH

14 marnuenTy ¢ 6osiecT Ha AJxaiMep, JIEKyBaHU ¢ PUBACTHIMHUH, € cXo/HO ¢ ToBa Ha AChE.

Kimmanunu npoyusanus npu AnixaiiMepoBa JeMEHIINS

EdukacHocTTa Ha pUBACTUTMHH € YCTAHOBEHA Ype3 M3IOJI3BAHE HAa TPH HE3aBUCHMH, 00JIacT
cneun(UIHYU, OLIEHbYHH MOKA3aTeNs, KOUTO CE ONpPEeIAT Ha IEPHOANYHN UTEPBAJIH [0 BpeMe Ha 6-
Mece4HHUTE nepuoau Ha sieueHne. Tyk ce BkmouBat ADAS-Cog (Ckana 3a orieHka Ha OoecTTa Ha
Annxaiimep — KorHuTHBHA Toackana [Alzheimer’s Disease Assessment Scale — Cognitive subscale],
MU3MepBaHe Ha KOTHUTUBHATa (pyHKIMA, Bb3 OCHOBa Ha noBeneHuero), CIBIC-Plus (Ouenka Ha nexaps
3a MOJIOKMTENIHA TPOMSIHA, Bb3 OCHOBa Ha MHTepBIo ¢ nanueHTa [Clinician’s Interview Based
Impression of Change-Plus] - o01ia 11s510cTHa OlleHKa Ha MAlMeHTa OT H3CIIeI0BATENsl, BKIIIOYBAIIA
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MpUHOCA Ha OKa3Bamiaro rprku jmie) u PDS (Ckaia 3a mporpecus Ha BiomaBaHeTo [Progressive
Deterioration Scale] - orieHKa OT cTpaHa Ha OKa3BaIllOTO I'PHXKH JIMIIC Ha €KSIHEBHUTE IEHHOCTH,
BKITFOUUTEITHO JIMYHATA XUTUEHA, XPaHEHETO, O0JMYaHeTO, JOMAaKWHCKAaTa paboTa KaTo na3apyBaHe,
3ama3BaHe Ha CIOCOOHOCTTA 33 OPUCHTHPAHE B OKOJHATA Cpejia, KAKTO U Y4acTHe B ICHHOCTH,
CBBP3aHU ¢ (PMHAHCOBU BBIIPOCH, U T.H.).

Uzcnensanure manuentd umar MMSE (MuHMManeH nperies Ha ICUXUYHOTO ChCTOSIHHAE) CKOP OT
10-24.

Ha Tabnuna 4 no-moiny ca JafeHu pe3yiaTaTHTe OT NAUEHTHTE C KIMHUYHO 3HAYUM OTIOBOP,
00eIMHEeHHM OT JIBE IPOYYBaHUs C I'bBKaBa J103a, OT 000 TPH OCHOBHH 20-CEAMUYHN MHOTOLIEHTPOBH
NPOYYBaHUS MPH MAIMEHTH C JIeKa 0 YMEPEHO TexKka Arxaiimeposa geMeHnus. KnuHnaHo
3HaYMMOTO MMOJOOPEHHUE MPU T€3U NPOYUBaHUS € AeHUHUPAHO a priori KaTo Mof00peHue ¢ TIOHE

4 touku no ADAS-Cog, nogo6penune no CIBIC-Plus, unu none 10% monobpenue no PDS.

OcBeH TOBa Ha chIaTa Ta0IUIIA € TIpelicTaBeHa post hoc nepuHuIMsITa HA OTrOBOpa. BropruHara
JeUHULMS HAa OTroBopa n3Kcksa nogoopenue no ADAS-Cog ¢ 4 ToUkM WK noBeye, JUIca Ha
BiomagaHe o CIBIC-Plus u nurmica Ha Biomagane nmo PDS. Cpennara neficTBUTEIHA THEBHA 103a 3a
OTrOBOPWIINTE MAIMEHTH B rpynara Ha 6-12 mg, ciopen Ta3u Aedununms, € 9,3 mg. BaxHo e na ce
0TOeNexH, e CKaIUTe, N3MO0I3BaHN IIPU TOBA ITOKa3aHKeE, CE pa3InyaBar U JUPEKTHUTE CPAaBHEHUS Ha
pe3yiATaTUTE 3a pa3INYHUTE TEPANIEBTUYHM CPEACTBA HE Ca BAIUIHH.

Tabauua 4
ITauueHTH ¢ KIMHUYHO 3HAYUM 0TroBop (%)
Intent to Treat rpyna IMocieqHo oCHIIECTBEHO
Ha0JII0/IeHNe cJle]] TOBa
Mspka 3a oTroBOp PuBacturmun | Ilnanedo | PmBacTurmmnu Ilnane6o
6-12 mg 6-12 mg
N=473 N=472 N=379 N=444
ADAS-Cog: momobpenue ¢ 2 HkH* 12 Q5%A* 12
Hal-MaJaKo 4 TOUKH
CIBIC-Plus: nogobpenue 29%** 18 3 HHE 19
PDS: mono6penue ¢ Haii- 26%** 17 3QH** 18
maiko 10%
[MonoOpenue ¢ Hail-Manko 10* 6 12%* 6
4 Touku mo ADAS-Cog 6e3
BnomagaHe 1o CIBIC-Plus u
PDS

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

Knnanunn Opoy4dYBaHMs IIpHU ACMCHIIUA, CBbp3aHa C OollecTTa Ha HaDKI/IHCOH

EdukacHocTTa Ha pUBACTUTMUH MIPH JIEMEHIHS, CBbp3aHa ¢ OojectTta Ha [TapkHHCOH, € ToKa3aHa MpH
eHO 24-ceqMUYHO MHOTOLIEHTPOBO TBOMHOCIISIO, TUIAIe00-KOHTPOIUPAHO OCHOBHO MPOYYBaHE U
HeroBara 24-celIMUYHA OTKpUTa pasmupena ¢asza. [lammuenTure, yuacTBaiu B TOBa MPOy4YBaHe, UMAT
MMSE (MuHUMAaJEH Iperiel Ha ICUXHIHOTO ChCTOsTHNE) cKOp oT 10-24. EdpukacHocTTa €
yCTaHOBEHA Upe3 M3MOJI3BAaHE Ha JBE HE3aBUCHMHU CKaJIH, KOUTO Ca OICHSIBAaHH HA PEJOBHU MHTEPBAIH
10 BpeMe Ha 6 MeceyHHs IEPHO/ Ha JIeUeHHe, KaKTo € oka3aHo Ha Tabmuua 5. Ilo-gomy: ADAS-Cog
— MspKa 3a KOTHUTHUBHATA (hyHKIWS, U 1sm1ocTHaTa orieHka ADCS-CGIS (KoonepaTtuBHo nipoyduBane
Ha OosiecTTa Ha AunnxaiiMep — LIsUTOCTHO BrieUaT/IeHUE Ha KJIMHUIIMCTA 3 IPOMSIHATA).
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Taoauna 5

JeMeHusi, CBbp3aHa ¢ ADAS-Cog ADAS-Cog | ADCS-CGIC ADCS-CGIC
0osiectta Ha [lapkuHCOH Prometax IInanedo Prometax Il1ane6o

ITT + RDO rpyna (n=329) (n=161) (n=329) (n=165)
Cpenno usxonno Huso + CO | 23,8 +£10,2 24,3+10,5 HENPUIIOKUMO | HEMPUIIOKUMO
CpemHa ipoMsiHa ClIe] 2,1+8,2 -0,7+7,5 38+14 43+1,5

24 cepmunu += CO

Kopurupana pasznuka B

JICYECHUETO 2,88! HETPUIIOKUAMO
p-CTOMHOCT crpaMo miane6o <0,001! 0,007?

ITT - LOCF rpyna (n=287) (n=154) (n=289) (n=158)
Cpenno usxoano muso + CO | 24,0 +£10,3 24,5+ 10,6 HENPUIIOKUMO | HEMPUIIOKUMO
Cpenna npoMsiHa cien 25+84 -0,8+7,5 3,7+1,4 43+1,5

24 cepmunu += CO

Kopurupana paznuka B

JICUCHHUETO 3,54! HETIPUITOKUMO
p-CTOMHOCT crpaMo miane6o <0,001! <0,0012

' B3 ocnoBa Ha ANCOVA ¢ BH/Ia JIeUeHHE U IbpKaBaTa Kato (pakTOpH, U U3XOJHOTO HA HUBO
ADAS-Cog kaTo KoBapHalMOHHa ITpoMeHIrBa. [[onokuTeTHUTE MPOMEHN O3Ha4YaBaT MoJg00peHue.
2 3a yno6CTBO ca NPEICTABEHN CPEHUTE CTOMHOCTH, AHAM3BT 110 KATETOPUH € U3BBPIIEH KaTO €

M3I0JI3BaH TecTa Ha van Elteren

ITT: Intent-To-Treat; RDO: [lanuenTH, npexaeBpeMEHHO HAITyCHAIU Tipoy4BaneTo (Retrieved Drop
Outs); LOCF: Ilocnenno u3pbpineHo Haobmoaenue (Last Observation Carried Forward)

Brnpeku ue neueOHUAT eekT e mokaszaH 3a 1s1aTa MomyJIalus Ha IpOoy4YBaHeTo, JaHHUTE

NpeAroarar, 4ye mo-rojisiM TepareBTHYeH eeKT B CpaBHEHHE C IUTanedo ce HaOoaaBa npu
HOATpyIIaTa MaUeHT! ¢ yMepeHa JIeMeHIus, CBbp3ana ¢ Oonecrra Ha [lapkuncon. [Tono6HO Ha TOBa
MO-TOJISIM TepaIeBTHUYEH eeKT ce HaOIoAaBa Npy MAEHTUTE ChC 3PUTEITHHI XaTIOLUHALNH (BXK.

Tabnuma 6.).

Taoauna 6

JeMeHusi, CBbp3aHa ¢
6osectTa Ha [lapkuHCOH

ADAS-Cog
Prometax

ADAS-Cog
Il1ane6o

ADAS-Cog
Prometax

ADAS-Cog
Il1ane6o

IIanueHTH ChC 3pUTETHH

MauuenTH 6e3 3puTesin

XAJTIIMHAIIMT XAJIOIUHAIINH

ITT + RDO nonyaamust (n=107) (n=60) (n=220) (n=101)
Cpemno m3xoaHo HuBo £ CO | 254+ 9,9 27,4+10,4 23,1 £10,4 22,5+ 10,1
CpemHa ipoMsiHa ClIe] 1,0+9,2 2,1 £8.3 2,6+7,6 0,1+6,9
24 cenmunu = CO

Kopurupana paznuka B

JIEYEHUETO 427! 2,09!
P-CTOMHOCT cpsMO manedo 0,002! 0,015!

IlanuenTH ¢ ymepena
nemennusi (MMSE 10-17)

ITanmenTH ¢ Jeka
aemenuust (MMSE 18-24)

ITT + RDO nomynaunusi

(n=87) (n=44)
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Cpenno uzxoano nuo = CO | 32,6 + 10,4 33,7+ 10,3 20,6 £7,9 20,7+79
CpemHa ipoMsiHa Cle] 2,6 94 -1,8+7,2 1,9 +7,7 -02+7,5
24 cepmunu + CO
Kopurupana pasznuka B
JIEYEHUETO 4,73! 2,14!
P-CTOMHOCT crpsaMo mIane6o 0,0(|)21 0,01|01

' B3 ocnoBa Ha ANCOVA ¢ BHIa JIeUeHHE U IbpKaBaTa Kato (pakTOpH, U U3XOJHOTO HA HUBO
ADAS-Cog kato koBapuaImoHHa nmpoMeHinBa. [10710XuTeTHUTE TPOMEHH 03HAaYaBaT M0 100peHNe.
ITT: Intent-To-Treat; RDO: I[lamuenTy, mpexaeBpeMeHHO HaITyCHaIH IIpoydBaHeTo (Retrieved Drop
Outs)

EBporneiickaTa areH1us 10 JiekapcTBaTa 0CBOO0KAaBa OT 3aIbJKEHUETO 3a IIPEJOCTABSIHE Ha
pe3ynTaThTe OT MPOyUYBaHUATA ¢ Prometax BbB BCUUKH NOATPYNH Ha MeIUaTpUYHATA TOITyJIAHs IpU
JedyeHne Ha AnixaiiMepoBa AeMeHIHs U JeMEHIHsI, Ipu narnonatnina oonect Ha [lapkuHCoH (BX.
Touka 4.2 3a uH(pOpMaIUs OTHOCHO yIoTpeda B e IUATPHSATA).

5.2 ®apmMaKkoKWHeTHYHH CBOMCTBA

AOGcopouus

PuBacturmun ce abcopbupa 6bp30 1 HAMBIHO. [IMKOBUTE MITa3MEHU KOHIIEHTPAILIUH CE JOCTUTAT CIIe
npudmm3uTenHo | gac. B pe3ynTar Ha B3auMO/IEHICTBHETO HA PUBACTUTMUH C TAPTETHHSI €H3UM,
MOBUILIEHUETO Ha OMOHATMYHOCTTA € OKOJIO 1,5 MTH MO-BUCOKO OT OYAaKBAHOTO OT IMMOBUIIICHUETO HA
no3ata. AOcoroTHaTa OMOHATMYHOCT Ciiel 103a oT 3 mg e okoio 36%=+13%. [IpuembT Ha
PHUBACTUTMUH 10 BpeMe Ha XpaHeHe 3a0aBst a0copOuusTa (Tmax) ¢ 90 MUHYTH ¥ TOHMKABA Crax 1
nosumasa AUC ¢ npubnusurenso 30%.

Pasnpenenenue

CBBp3BaHETO HA PUBACTUTMUH C IIa3MeHUTe OenThiu ¢ mpubausnteHo 40%. Toil iecHo MpeMuHaBa
KPBBHO-MO3bUHATa Oaprepa U MMa MPHUBHJICH 00EM Ha pasnpeieicHue B rpanunure Ha 1,8-2,7 I/kg.

Buorpancdhopmars

PI/IBaCTI/IFMI/IH (o] MeTa6OHI/I3I/Ipa 6’Bp30 W B 3HAYUTCJIHA CTCIICH (HOJ'IYDKI/IBOT’BT B IJj1asMara €
HpI/I6HI/I3I/ITeJ'IHO 1 qac) TJIaBHO 4Ype3 XOJIMHECTEpa3a-MEeAuUpaHa Xuapojaus3a 10 z[eKap6aMI/Im/1paH
MCT360HI/IT. Il’l Vitro TO3U MCT360HI/IT IIOKa3Ba MUHUMAJIHO I/IHXI/I6I/IpaH€ Ha alICTWIXOJMHECTEpAa3aTa
(<10%).

BB3 ocHOBa Ha TIpOYYBaHUS in Vitro He ce 09akBaT (papMaKOKMHETHYIHHN B3aHMOJICHCTBHS C JIEKAPCTBEHU
NPOIYKTH, KOUTO C€ METa0OIM3HUpaT OT ciienHute uuroxpom m3oersumu: CYP1A2, CYP2D6,
CYP3A4/5, CYP2E1, CYP2C9, CYP2C8, CYP2C19 unun CYP2B6. B3 ocHOBa Ha JOKa3aTEICTBATA
OT MPOYYBaHUS MPHU )KUBOTHU OCHOBHUTE UTOXpoM P450 n3oeH3umu ydacTBaT B MUHUMAaJIHA CTETIEH
B MeTabonmM3Ma Ha pruBacTUTMUH. TOTaTHUAT IJ1a3MeH KIIMPHHC HA PUBACTHTMUH € IPUOIH3UTETHO
130 l/uac cnex naTpaBeHo3Ha no3a ot 0,2 mg u HamamnsiBa 1o 70 l/gac cnen nHTpaBeHO3HA /1032 OT

2,7 mg.

Enumunupane

B ypunara He ce OTKpHBa HEMPOMEHEH PUBACTHI'MHH. bhOpevHaTa eKCKpennsi Ha METa0OJIUTHTE €
IJIABHUAT T Ha enmumuaupane. Cren npuiaraneTo Ha *C-puBacTMIMUH €JTMMUHHUPAHETO YPE3
0n0pennTe e ObpP30 U Ha pakTHKa MHJIHO (>90%) B pamkute Ha 24 gaca. [lo-manko ot 1% ot
MIPUJIOKEHATA JI03a Ce eKCKpeTupa ¢ (ereca. JIumncpa kymyaupaHe Ha pUBACTUTMUH WIH HA
JiekapOaMuupaHust MeTabOJIUT TIPU MAIMEHTH ¢ 0oJiecT Ha AJxaimep.
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IMomynanuoHHUAT hapMaKOKMHETHIEH aHAIN3 [TOKa3Ba, Ye yIoTpedaTa Ha HUKOTHH ITOBHIIIABA
MIepOPATHUSI KIIMPHHC Ha pUBACTUTMHEH ¢ 23% TIpH NalMeHTH ¢ 6onecT Ha AnxaimMep (n=75 mymauu u
549 Henmymaum) npu nepopasieH NpUeM Ha pUBACTHIMUH B 1031 10 12 mg/neH.

CHCLII/IEIJ'IHI/I nomnyJjganvuu

Cmapuecka 6v3pacm

Brnpeku ue 6MOHATMYHOCTTa HA pUBACTUTMUH TIPU XOpa B CTapuecka Bh3pacT € MO-BUCOKa
OTKOJIKOTO TIPW MJIAJIH 3IpaBH JOOPOBOIIIHN, TPOYIBAHHUATA TIPY TAIIMEHTH ¢ 0oJiecT Ha AIxaiiMep Ha
BB3pacT Mexay 50 1 92 ronuHu He MoKa3BaT MPOMsIHA B OMOHAIIMYHOCTTA C Bh3PacTTa.

YeprodpobHo yepesicoare

Crnax Ha puBacTUTMHUH € pudu3uTenHo 60% mo-sucoka 1 AUC 3a puBaCTUTMHUH € TTOBEYE OT JIBa
IIBTH TIO-BUCOKA IIPH JIUIA C JIEKO JI0 YMEPEHO TEKKO YEPHOAPOOHO YBPEXKIaHE OTKOIKOTO MPH
3]IpaBH JINTIA.

bvopeuno yepesicoane

Cmax 1 AUC Ha pUBacCTHIMHH Ca MOBEYE OT /IBa IIbTH MO-BUCOKHU IPH JIUIIA C yMEPEeHO ObOpeyHO
YBpEXKIaHE B CpaBHEHUE ChC 3ApaBu auria. Odade, HaMa IpoMeHU B Crax 1 AUC Ha pUBACTUTMUH TTPH
JIUIIA C TEKKO OBOpETHO yBpEKIaHe.

5.3 IIpeaxkJMHUYHU AAHHH 32 0€30MACHOCT

[IpoyuBaHusTa 32 TOKCUYHOCT NMPU MHOTOKPATHO MPUJIAraHe MPH IUThXOBE, MUIIKKA U Ky4YeTa MOKa3BatT
SIMHCTBEHO eeKTH, CBBP3aHHU ChC 3aCHIICHO (hapMaKOJIOTHYHO JaelicTBre. He e HabmomaBana
TOKCHYHOCT KbM IpHIIENIeH oprad. [Ipu npoyuBaHus BbpXY )KUBOTHH HE ca IIOCTUTHATH IPAHUIIN Ha
0e30MacHOCT 3a EKCIIO3UIIMATA Ha XOpa MOpaJid YyBCTBUTEITHOCTTA HA U3IOJI3BAHUTE MOJIENIN BEPXY
JKUBOTHU.

PuBacTUrMHH He € MyTareHEeH Npu OaTepus OT CTAHIAPTU3UPAHU ix Vitro W in Vivo TECTOBE, OCBEH MPH
TecTa 3a XpOMO30MHH abepalliy B 4OBEIIKH TuM(ponuTH 0T neprdepHa KpbB B 103a 10* meTH mo-
BHCOKa OT MaKCHMaJTHATa KIIMHUYHA eKCITO3UIMs. MUKPOHYKJICAPHUSAT TECT iN VIVO € OTPHUIIATEIICH.
I'magausaT metaboaut NAP226-90 chImio He 1MoKa3Ba TCHOTOKCHYICH ITOTCHITAAI.

Jluncear qoka3aTencTBa 3a KaHIIEPOTSHHOCT MPU MPOYYBAHUATA C MUIIKHU U ILTBXOBE C MAKCUMAITHO
MMOHOCUMA J103a, BBIIPEKH Y€ EKCIIO3UIUSATa HA PUBACTUTMUH U METa0OJIUTUTE MY € ITO-HHCKA OT
EKCIO3HIUsATA TIPU Xopa. Korato ce mpen3unciiv KbM NOBBPXHOCTTA Ha TSIIOTO, EKCIIO3UIIHATA Ha
PUBACTUTMUH U METAaOOJIUTHTE MY € TIPUOJIM3UTETHO EKBUBAIICHTHA HA MAKCUMAJTHO ITPEopbhuBaHaTa
Jto3a 1mpu xopa oT 12 mg/neH; o6ade, B cpaBHEHHE C MAaKCUMAaJTHATa THEBHA /1032 TP X0pa, MPU
JKUBOTHU C€ MOCTHUTa MPUOTUIUTEIHO 6 TTH MO-BUCOKA EKCITO3UIIHSL.

IIpu XMBOTHU PUBACTUTMUH MPEMUHABA MPeE3 MJIAICHTATa U C€ EKCKPETHPA B MIISIKOTO.
IIpoyuBaHusATa Ha IEPOPATHOTO MPUIIOKEHUE TIPU ILTHXOBE U 3aUIIM HE AaBaT JI0KA3aTENICTBA 3a
TepaToTeHEeH MOTeHINAa OT CTpaHa Ha pUBACTUTMHUH. B mpoy4BaHus Ha IEPOPATHOTO MPIIIOKEHHAE TIPH
MBKKH M )KEHCKH TUTHXOBE, HE ca HaOI0IaBaHN HEeXKeJlaH! e(peKTH Ha PHBACTUTMIH BBPXY
(hepTriMTETA M PEIIPOAYKTHUBHATA CITOCOOHOCT HUTO TPH IMOKOJICHUETO HA POTUTEIUTES, HUTO IPU
MAJIKATE Ha T€3U POTUTEIIH.

B npoyuBaHe npu 3aiiiy ¢ YyCTAHOBESH MOTEHIMA Ha PUBACTUIMUH Jia IPSIU3BUKBA JICKO Jpa3HeHe Ha
OYUTE/IUTaBULIUTE.
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6. DAPMAIEBTUYHU JAHHU
6.1 Chnuchbk Ha IOMOILIHHUTE BellleCTBA
Kenatun

MarunesueB cteapat

Xunpomenosa

MukpoKpurCTallHa TIeTy103a

CununmeB TUOKCH]I, KOJIOUIEH O0e3BOICH
Keneszen oxcun, xbat (E172)

Kenesen oxcun, guepsen (E172)

TuranoB nuokcua (E171)

[enmax

6.2 HecbBmMecTuMoOCTH

Henpunoxnumo

6.3 Cpok Ha roaHOCT

5 roguHu

6.4 CrhenuanaHu ycI10BHs HA CbXpaHeHHe
[a ne ce cpxpansa Hax 30°C.

6.5 Buau chabp:kaHue HA ONIAKOBKATA

bmmuctep ot npo3pauno PVC domnmo ¢ mokputre ot cuabo Gonno ¢ 14 kancynn. Beska KyTHs ChIbpxka
28, 56 winu 112 xancymnu.

He Bcuuky BuoBe OmakoBKU Morar ja ObJat IyCHATH Ha Iasapa.
6.6 CrnenuajaHu NpeanasHu MepKHU NMPH U3XBHPJIsIHE

Hsama crienmanan H3NCKBaHMS.

7. NPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA
Almirall, S.A.

Ronda General Mitre, 151

08022 Barcelona

Ucnanns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIHOTPEBA

Prometax 1.5 mg TBBbpAU KaCyau

EU/1/98/092/001-3

Prometax 3,0 mg TBBpAM Karcym

EU/1/98/092/004-6
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Prometax 4,5 mg TBBpAM Kancym

EU/1/98/092/007-9

Prometax 6,0 mg TBBpAM KamcCyJm

EU/1/98/092/010-12

9. JATA HA IT'BPBO PA3PEIIABAHE/IIOJHOBSBAHE HA PAPEIIEHUETO 3A
YIIOTPEBA

[lara Ha mepBO pazpemasane: 04 nexemspu 1998 r.
Hata Ha nocnenno nmonuossiBane: 21 mait 2008 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IToxpoOHa nHpOpMarlKs 3a TO3H JIEKAPCTBEH MPOAYKT € MIPeA0CTaBeHa Ha yeOcaliTa Ha EBpornerickaTa
areHuus 1o Jiekapcraata https://www.ema.europa.cu
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Prometax 2 mg/ml mepopainen pa3rBop

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bceexu ml chappxka puBaCTUTMHUHOB XHIPOT€HTApTapaT, ChOTBETCTBAI] HA 2 Mg PUBACTUTMUH
(rivastigmine).

TlomMonIHO BEIIESCTBO C U3BECTHO ACHCTBUC

Bcexku 3 ml nepopanes pa3tBop cbabpika 3 mg HarpueB Oenzoat (E211).

3a IBJIHUA CIIUCHK HA IMOMOILHUTE BEIECTBA BIKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
Ilepopanen pa3TBop

buctsp, KbAT pa3TBOp.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

CUMNITOMAaTHYHO JICYEHHE Ha JIEKa 10 YMEPEHO TeXKa AJlixaiMepoBa AeMEHIIHS.
CHUMIITOMAaTHYHO JIEYEHHUE HA JIE€Ka 10 YMEPCHO TCKKa JEMCHIMS IIPU MAMUCHTHU C UIUOITIaTUYHA
6onect Ha [lapkuHCOH.

4.2 /lo3UpOBKAa M HAYMH HA NMPUJIOKEHHE

JleduenueTo TpsIOBa /1a ce 3arMOYHE U J1a Ce SN OT JIeKap C ONUT B JUATHOCTUKATA M JICUCHUETO Ha
AnrxafiMmepoBa JIEMEHITUS WK IeMEHIHs, CBbp3aHa ¢ OonectTa Ha [lapkuncon. J[uarnosara TpsoBa
Jla ce MOCTaBU ChITIACHO ChBPEMEHHUTE NMPENOPbKU. JleueHNeTo ¢ puBacCTUrMUH TpsiOBa Ja ce 3arovHe
SIMHCTBEHO, aKO UMa YOBEK, KOMTO PEIOBHO IIE CICAN ITpHUeMa Ha JIEKApCTBEHUS ITPOIYKT OT
MaryeHTa.

gOBH[}OBKa

PuBacTurmMuH nepopasneH pa3TBoOp TPsOBa J1a ce MpUIiara JBa IMbTH Ha JICH ChC 3aKycKaTa U BedepsTa.
[IpennrcaHoTo KOJMYECTBO Pa3TBOP TPSOBA Jla C€ U3TETIIN OT OMAKOBKATa C OCUTypeHaTa IepopaiHa
CIIPHUHIIOBKA 32 I03MpaHe. PUBaCTUTMUH mepopalieH pa3TBOp MOKeE Ja ce IMprueMa HallpaBo OT
CIIPHUHIIOBKAaTa. PUBacTUTMUH mepopalieH pa3TBOP U PUBACTUTMHH KAaIICyJId MOTaT Ja ce 3aMEeHST
B3aMMHO B €/THAKBU J03H.

Hauanna 0osa
1,5 mg nBa mbTH HA JICH.

Tumpupane na dozama

Hauannara mo3a e 1,5 mg aBa mbTH Ha AcH. AKO Ta3| 71032 € C 100pa MOHOCUMOCT CJIe]] MUHUMYM JIBE
CeJIMHIIY JICYCHHE, J03aTa MOXKe J]a ce MOBHIIH 0 3 mg /1Ba MHTH Ha JieH. [locneaBamuTe MOBUIICHUS
1o 4,5 mg u cnen ToBa 10 6 Mg JBa ITbTH HA JICH TPA0OBa CHIIO Ja Ce OCHOBABAT Ha Jio0OpaTa
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MMOHOCHMOCT Ha HACTOSAIIATA 1032 U MOTAT Jla C€ OOMUCIIAT CJIEA MHHIUMYM JBE CEIMHUIIH JICUCHHUE C
TOBAa HUBO Ha J03aTa.

AKO 110 BpeMe Ha JICUCHHETO ce HaOroaBaT HeKeaHu peakiuu (Harp. rajieHe, MoBpPbhIaHe,
KOpEMHH OOJIKY WM 3ary0a Ha aIlleTUT), OTCIIa0BaHe Ha TETJIO MM BJIOIIABaHE HA
EKCTpaNMpPaMUIHUTE CUMIITOMH (HAIpP. TPEMOp) MPH NMAIUEHTHTE C JIEMEHIINs, CBhp3aHa ¢ 00JecTTa
Ha [TapKHHCOH, Te MOTaT Jia ce TPEOJI0JIeAT Uupe3 MPOIyCKaHe Ha €Ha WITH MOoBeUe 03H. AKO
HEeKeJlaHaTa PeaKIlus MEPCUCTUPA, JTHEBHATA J103a TPSOBa BPEMEHHO Jla Ce TIOHWKH JI0 TIPEIX0IHATa
J103a ¢ 100pa TOHOCUMOCT WJIU J1a C€ CIpe JICYEHHETO.

Tlooodvparcawa dosza

EdekruBHata 103a € 3 10 6 mg 1Ba IbTH Ha JIcH. 3a Jla € MOCTUTHE MAaKCHMAaJIHA TeparieBTHYHA
noJ3a, MalMeHTHTE TPSOBa Jla ce oA IbPKAT Ha Hali-BHCcOKaTa J0Ope MOHOCHMA J1034.
[IpenopbuBaHaTa MakCMMaJIHA JHEBHA 7032 € 6 Mg JIBa IBTH HA JICH.

[MoxnbpxkalioTo JIeYCHHE MOXKE J1a Ce MPOJIBIIKH JIOKATO C& HA0JI0jaBa TeparieBTHYHA 110J13a 32
MaryenTa. 3aToBa KIIMHUYHATA 10J13a OT PUBACTUTMUH TPSOBA Ja c€ MPEOIICHIBAa PEIOBHO, OCOOSHO 3a
MAIMEeHTHTE, IEKyBaH! C JI03W TI0J] 3 Mg /1Ba ITHTH Ha JIeH. AKO ciie]] 3 Mecela JIeUeHHe C
MTOTHPIKAIla 1032 CTEIICHTa Ha BJIOMIABAHETO HA CHMITTOMHUTE Ha IEMEHIIUATA Ha TIAIlHeHTa He e
TIOBJIMSBA B OJIATONPHUATHA IIOCOKA, JICUSHUETO TPsAOBa 1a ce crpe. CiupaHeTo Ha JICYCHHETO TPsOBa
Jla ce 0OMUCIIH U KOTaTo HsAMa IMOBEYE JJOKAa3aTeICTBA 3a TEPAeBTUYCH e(heKT.

NuauBuayatHUST OTTOBOP KBM PUBACTUTMHH HE MOXKE J1a ce MPeBUIU. BhIpekn ToBa Mmo-roysm
TepaneBTHUeH e(eKT ce HaOIro1aBa Py NaIpieHTuTe ¢ 6osect Ha [[apkHHCOH ¢ yMEpeHO TexKa
neMeHnus. [1omoO6HO Ha ToBa MO-TOIAM eheKT ce HaOIro1aBa Mpy MAIMEHTHTE ¢ 00JIeCT Ha
[TapKUHCOH ChC 3PUTEITHU XANIOIMHALNY (BXK. TOUKa 5.1).

JledeOHusT eheKT He € U3CIIeIBaH MPH TUIANe00-KOHTPOIUPAHU IPOYUBAHHMS C TIPOIBIDKATSITHOCT
IOBe4e OT 6 Mecera.

Ilosmopno 3anousarne na mepanus
AXO JIeUeHHETO € MPEKBCHATO 3a MMOBCYC OT TPU JHU, TO Tp}16Ba Ja C€ 3all0YHC OTHOBO C 1,5 mg aABa
II'bTHU HA OCH. TI/ITpI/IpaHeTO Ha go3ata CJIC TOBa Tp;{6}3a Ja CC U3BBPIIBA KAKTO € OIMHMCAHO MO-TOpcC.

CrelnyaiHy MOmyIalin

Bvopeuno u uepnoopobuo yepescoarne

He e HEOOX0IMMO KOpHUTHpPaHE Ha [103aTa MPH MAIUSHTH C JIEKO 10 YMEPEHO ObOpEeUHO MiH
4YepHOAPOOHO yBpexkaaHe. He3aBrucHMO OT TOBA, MOPAIH MOBUIIICHATA SKCIIO3UITUS TIPU TE3U
TIOITYJIANMHN TPSOBA CTPUKTHO JIa CE CIICABAT MPETMOPHKUTE 3a TUTPUPAHE B 3aBUCHMOCT OT
WHAMBHIyaHATa [IOHOCUMOCT, Thi KaTO HAIllMEHTUTE ¢ KIMHUYHO 3HAYMMO OBOPEUHO MU
YEPHOAPOOHO YBpPEXKIaHE MOraT Ja IoJIydaT IoBeYe J0303aBUCUMHU HexxelaHu peakiun. He ca
IIPOYYBaHU MAIIMEHTH C TEKKO YEPHOIPOOHO YBpEKIaHe, HE3aBUCUMO OT TOBa, Prometax mepopaneH
Pa3TBOp MOKe Jia Ce MpuJiara B Ta3y NAIlMEHTCKA MOIYJIAIUs, IPU CTPUKTHO NpOCIesBaHe (BXK.
touku 4.4 1 5.2).

lleduampuuna nonyrayus
Hsama croTBeTHa ynorpeba Ha Prometax B menaTpuyHaTa MOIYJIAIUs TPy JICICHUETO Ha O0JIeCT Ha
Aunixaiimep.

4.3 IIpoTuBOMOKA3AHUA

CBpBbX4yBCTBUTEIIHOCT KbM aKTHBHOTO BEIIIECTBO PUBACTUIMHH, KbM JPYTH KapOaMaTHU POU3BOIHU
WM KBM HSIKOE OT ITOMOIIHUTE BEIIECTBA, M30pOeHH B Touka 6.1.
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[penmiecTpania aHaMHe3a 32 peaKkIMy Ha MSICTOTO HA MPHIIOKEHHE, HACOYBAIIN KbM aJleprUieH
KOHTaKTEH JIEPMATHT KbM PUBACTUTMUH TUTacTUP (BXK. Touka 4.4).

4.4 ChenuajaHu npeaynpesxaeHus: U NpeANa3sHil MePKH IPH ynoTpeda

UecToTara 1 TeXKECTTa HA HEXEIAHUTE PEakIIii OOMKHOBEHO HAPAaCTBa MPU MO-BUCOKHUTE J03H. AKO
JICUCHHUETO Ce MPEKHCHE 3a TIOBEYE OT TPH JHHU, TO TPsIOBa Jia ce 3all04YHE OTHOBO C 1,5 mg JiBa MbTH HA
JICH, 32 J]a Ce HaMaJld BEPOSTHOCTTA 32 HEXEJIaH! peakivu (Harp. MOBPhIIaHe).

[Ipu npunarane Ha pUBACTUTMUH ILIACTHP MOXKE J1a BB3HUKHAT KOXKHH PEAKI[UK HA MACTOTO Ha
MIPHUIIOKEHUE U OOMKHOBEHO Ca JICKU WK YMEPEHHU T0 TEXKECT. Te3H peakinu He ca caMU 110 ce0e cH
MpHU3HAK Ha aneprusupane. Bee mak, yrmorpebara Ha pUBaCTUTMUH IIACTHP MOXKE Ja TOBEJIE J10
aJepruyeH KOHTaKTEeH JEPMaTHUT.

AneprudeH KOHTAaKTEH JICPMATUT TPsIOBA J1a Ce MOI03MpPa, aKO peaKuATa Ha MICTOTO Ha MPUIOKCHHE
€ pa3npocTpaHeHa U3BHH IPAHUIIUTE Ha TUTACTUPA, aKO UMa JTaHHU 3a IMO-MHTEH3WBHA JIOKATHA
peakuus (Harp. yBeJIM4aBaill Ce epPUTEM, €IeM, MAITyJIH, BE3UKYJIN) U aKO CHMIITOMHTE HE Ce
MOBJIMSIBAT 3HAYUTEIHO B PaMKHTE Ha 48 yaca clie/l peMaxBaHe Ha Iutactipa. B Te3u ciyuan
JeYCHUETO TPsIiOBa 1a ce cupe (BXk. Touka 4.3).

[TanuenTHTe, MPU KOUTO CE PA3BUAT PEAKIIUN HA MSACTOTO HA MPUIOKECHHE, HACOYBAIIN KbM
aJiepruueH KOHTAKTEH JIEPMATUT KbM PUBACTHI'MHH IUIACTHUDP U KOUTO BCE OIIE C€ HYXKIAAT OT JICUCHHE
C PUBACTUTMUH, CJIE]] OTPHUIIATENICH TECT 32 aJlepTHs U O] CTPOT MEIUIIMHCKU KOHTPOJI, TpsiOBa J1a
MIPEMHUHAT KbM MEPOPAITHO JICUCHUE C PUBACTUTMUH. BB3MOKHO € HAKOW MAallMEeHTH, YyYBCTBUTEITHA
KbM PUBACTUTMUH ITPH €KCIIO3UIIHS HA PUBACTUTMUH TUIACTHD, Jia HE MOTaT Jja IpUeMaT PUBACTHI MHH
0T KaKBaTo | 11a € hopma.

NMa penxu mocTMapKETHHIOBU ChOOIICHUS 3a MAIIUEHTH, TPH KOUTO € HaOJIF0/1aBaH alepruicH
JIEPMAaTUT (JTUCEMHHUPAH), CIIe/I MPUJIOXKEHNE HAa pUBACTUTMIUH, HE3aBUCHMO OT HAYMHA Ha
MIpIIIOKeHUe (TIepopalieH, TpaHCAepMaieH). B Te3u ciydaun eueHnero TpsaoBa qa ce mpekpaTH (BxK.
Touka 4.3).

[MarmenTrTe 1 OOTPHKBAIINTE TH TPAOBA ]a ObJIAT HHCTPYKTHPAHH.

Turpupane Ha no3ata: Hab1ronaBaHu ca He)XENaHU peaklyy (HaIp. XUIEPTOHUS U XaTIOLUHALUY IPU
NalyueHTH ¢ AJxaiiMepoBa JeMEHIM 1 BIOIIaBaHe Ha EKCTPAMPaMUIHUTE CHMIITOMH, OCOOEHO Ha
TpeMopa, Py MalUeHTH C AeMEHIINs, CBbp3aHa ¢ Oonectra Ha [lapkuHCOH) CKOpO Clie/] MOBUIIaBaHE
Ha Jj03ara. Te Morar Jia OTTOBOPST Ha MMOHMKABAHETO Ha Jio3aTa. B npyru ciydyan Prometax e O
MPEeKbCHAT (BXK. Touka 4.8).

CromalHo-4peBHU HApyIICHUS KaTO TaJicHe, MOBPBIAHE U TUApHUs, Ca J0303aBUCUMH, K MOXKE Ja
HACTBIIAT Hall-Beye MPH 3aro4YBaHe Ha JICUCHUETO W/WIIH MOBUILIABaHE Ha Jo03aTa (BK. Touka 4.8). Te3u
HEeXEIJIaHU peaKlIiu Bh3HUKBAT Hal-4eCTo MpH eHH. [Ipu maruenTy, KOuTo mokas3Bat npru3Haly 1
CUMITOMH Ha JeXUApaTaIys, B Pe3yATaT Ha MPOIBIDKUTEITHO MOBPBIaHE WITH TUAPHSI, MOXKE J1a Ce
npeanpueMaTr MHTPAaBCHO3HU BJIMBaHUW, HAMAJIABAHC HaA J103aTa WIK CIIMPAHE HAa TEpaIusATa, ako
OBJaT OTKPUTH U JICKYBaHH HaBpeMe. JlexuapaTanusaTa Moxe Ja JJOBEAES 0 CEPUO3HH MOCIIEICTBHUSI.

[Tpu nanmenTute ¢ 6osiecT Ha AJxaiiMep MOXKe Jia ce MOHMKH TertoTo. HXxubutopure Ha
XOJIMHECTepas3ara, BKIIIOYUTEIIHO PUBACTUTMUH, Ca CBbP3aHU C OTcIa0BaHe Ha TEIJIO IIpU Te3U
nauveHTy. [lo Bpeme Ha TepanusiTa TpsiOBa Aa ce CIeaM TETJIOTO Ha MalUeHTA.

B cny4aii Ha TeXXKO MOBPBILAHE CBBP3aHO C JIEYEHUETO C PUBACTUTMUH, € HEOOXOUMO J1a ce
M3BBPIIN MOIXOAAII0 KOPUTHPaHEe Ha J03aTa CIope] Mpenopbkute B Touka 4.2. Hiakou cioydan Ha
TEXXKO IOBPBILAHE Ca CBBP3aHU C PYNTypa Ha XpaHonpoBona (Bx. Touka 4.8). Ilonobnu crbutust
HACTBIBAT 0COOCHO clie]l TIOBUILIABaHe Ha JI03aTa WK IPU BUCOKH JI03M PUBACTHTMHH.

Yaemwxen QT nHTEpBal, OTYETEH HA ENEKTPOKApAUOTrpaMa, MOXKe a Bb3HUKHE IIPY MAaLUEeHTH,
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JIEKYBaHU C OTPECIICHH JIEKAPCTBEHH MPOTYKTH UHXUOUTOPH Ha XOJIMHECTEpas3aTa, BKIFOUUTEITHO
pPUBACTUTMUH. PUBACTUTMUH MOKE JIa MPUYUHH OpaiuKap/Ivsi, KOETO € pUCKOB (aKTOp 332 Bh3HUKBAHE
Ha torsade de pointes, NpeJMMHO TP MAIUEHTH ¢ APYTU pUcKoBU ¢akTopu. [Ipemoprusa ce
MOBUIIIEHO BHUMAHUE MIPU MAIUSHTH C Be4e ChILECTBYBAIIO yaubnkaBane Ha QT naTepBana umm ¢
(dammHa aHamHe3a 32 yabkeH QT uHTEpBai, WK MPH MAIMEHTH C TI0-BUCOK PHCK 33 Pa3BHTHUE HA
torsade de pointes, HapuUMep TaKKMBa C ICKOMIICHCHPaHa ChpJieuHa HEJI0OCTATHYHOCT, CKOPOIIIEH
MUOKapJIeH UH(DAPKT, OpauapuTMHS U CKIIOHHOCT KbM XUTTOKAIUEMUS WITU XATTOMAarHE3UEMUIsI, WITH
MIPUEMAIIIH 10 CBHIIOTO BPeMe JICKapCTBEHHU MPOIYKTH, 32 KOUTO CE 3Hae, Y€ NPEIU3BUKBAT
ynbkasane Ha QT uHTepBana u/wmm torsade de pointes. Moxe ChIIIO JIa c€ HAJIOXKH KIMHATHO
npocnenssane (EKI) (Bxk. Touku 4.5 u 4.8).

TpsiOBa 1a ce BHMMaBa ¢ yrnoTpedara Ha pUBACTUTMUH MPH MALUEHTH ChC CHHPOMA Ha OOIHHS
CHHYCOB BB3€JI WIIH HAPYIIICHUS Ha TPOBOJAUMOCTTA (CHHOATpHAJICH OJIOK, AaTPHOBEHTPUKYIIAPEH OJIOK)
(Bk. Touka 4.8).

PuBacTurMuH Moske 1a MPUYMHY MOBHILIEHNE HAa CEKPELHsATa Ha COJIHA KHUCEeNIMHA B cToMaxa. TpsiOBa
Jla ce BHUMAaBa MpH JICYCHUE HA TALMEHTH C aKTUBHH CTOMAIHH WX TyOACHAIHH S3BH WM MMaLlUCHTH
C MPEANCIIO3ULINS 3a Te3U 3200 IsIBaHMUS.

HNuxubutopute Ha XOJNMHECTEpa3aTa TpsOBa Jia ce MPEeMUCBAT BHUMATEIHO TPU MAI[UEHTH C
aHaMHe3a 3a acTMa WM OOCTPYKTHBHO 0eJ0poOHO 3a00sBaHe.

XOIMHOMHAMETHUITUTE MOTAT J1a MHAYIMPAT WU J1a IOBEAAT A0 ek3anepOars Ha 0OCTpyKIUs Ha
MUKOYHHUTE ITHTHUINA U TpUnaxbiy. [IpemopryBa ce MOBHIIIEHO BHUMAHKE MTPH JIeUeHIE Ha TAlMEeHTH C
MPEIUCIIO3MIINS 32 TAKUBA 3a00JISIBAHMS.

He e uscnenpana ynorpebara Ha pUBaCTUTMHH IPH MALMEHTH C TEXKa JEMEHLM [Ipy OoJiecTTa Ha
AnuxaiiMep win cBbp3aHa ¢ 6osaectTa Ha [lapkuHCOH, IpyTu BUI0BE AEMEHINS WIN IPYTU TUIIOBE
pascTpoiicTBa Ha mameTTa (Bb3pacTOB KOTHUTUBEH YIAIbK) U 10 Ta3u MPUYMHA HE Ce MPernopbyBa
ynoTpebara 1pu Te3H Py OT NALHUEeHTH.

[Momo6HO Ha ocTaHaIMTE XOJTMHOMUMETHIIM PUBACTUTMUH MOJKE J1a IOBeJIe 0 eK3anepoanus uin aa
MHIyIHpa eKCTpanupaMuanu cuMnTomu. HabmronaBanu ca BiommaBaHe (BKIIOUATEITHO
OpaIuKHHE3Hs, TUCKUHE3Hs, HapyIIeHHUs Ha ITOX0/IKaTa) U TIOBHUIIEHHIE Ha YeCTOTaTa MM TeXKECTTa Ha
TpeMopa MpH NalMeHTH C JeMEHIHsI, CBbp3aHa ¢ Oonectra Ha [lapkuHcoH (Bk. Touka 4.8). Te3u
peaxuu BOAAT [0 CIIMpaHe Ha pUBACTUTMUH B HAKOM CIIydau (Hamp. cupane nopaiau tpemop 1,7% 3a
puBacturmuH crpsimo 0% 3a mane6o). IlpenoppuBa ce KIIMHAYHO TPOCTIEASBaHE HA T€3H HEXXETaH!
PEaKIHH.

CrenpanaHy monyJIaiu

[Tpu nanueHTUTe ¢ KIMHUYHO-3HAYUMO OBOPEUHO MITH YePHOIPOOHO YBPEIKIAHE MOXKE JIa CE TIOSABAT
MOBEYC HEXKETIaHU peakIuu (BK. Touku 4.2 u 5.2). TpsOBa CTPUKTHO Ja Ce CITa3BaT IPETOPHKUTE 3a
TUTPUPAHE HA JI03aTa B 3aBUCHMOCT OT HHIUBUIyaIHaTa MIOHOCUMOCT. He ca mpoy4yBaHu MarueHTH ¢
TEXKO YepHOIPpOOHO yBpexkaane. HezaBucumo ot ToBa, Prometax Moske a ce mpuiiara B Ta3u
NalMeHTCKa MOMyJAINs, IPH CTPUKTHO MPOCIIEsIBaHE.

HpI/I NanguCHTUTE C TCJIICCHO TETJIO IO 50 kg MOZKE [1a CC€ MOABAT IIOBCYC HCIKCIIAHU PEAKIIUU U € T10-
BEPOATHO Aa IMPEYCTAHOBAT JICUCHUETO IMOpan HEXKEIIAaHN PCAKIIUH.

TToMoIIHH BEIECTBA ¢ U3BECTHO JIEWCTBUE

Enxno ot noMotHuTe BelecTsa B Prometax nepopaiieH pa3teop ¢ Hatpues 6enzoat (E211). bensoenara
KHCENIMHA € clal JIpa3HUTEN 3a KOXKaTa, OUUTE U JTUTaBUIIUTE.

To3u nekapcTBEeH NPOAYKT ChIbprka Mo-Maako oT 1 mmol HaTpuii (23 mg) Ha ml, T.e. MOXKe aa ce
KaXKe, 4e MPaKTUIEeCKH HE ChIbpKa HATPUH.
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4.5 B3aumopeiicTBHe ¢ APYIrH JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoaelicTBUE

Karo xonuHectepaseH HHXHOUTOP pPUBACTUTMHH MOXKE J1a YCHIIU e(DEKTUTE Ha MYCKYJIHUTE
peNlaKCaHTH OT CYKIIMHWJIXOJIMHOB THIT TI0 BpeMe Ha aHecTe3us. [IpernopbyuBa ce NOBUIIIEHO BHUMAaHUE
pH m300pa Ha cpeacTBaTa 3a aHecTe3ns. [Ipyn He0OX0IUMOCT MOXKE 1a ¢& OOMHCITH BH3MOKHO
KOpHUTUpaHe Ha JI03aTa WIK BPEMEHHO CIIMPaHe Ha JICYSHUETO.

BbB Bpb3Kka ¢ hapMakoAMHAMUYHUTE €PEKTH M Bh3MOXKHU J00aBbUHU €(DEKTH, PUBACTUTMHUH HE
TpsiOBa Ja ce AaBa 3a€HO C IPYTH XOJIMHOMHUMETHYHH BeIIeCTBA. PUBaCTUTMHH MOKe J1a TIOBITHSIE
JIEHCTBUETO Ha aHTHXOJIMHEPTHYHUTE JIEKAPCTBEHHU MPOTYKTH (HAMp. OKCHOYTUHWH, TOJITEPOIHH).

[Ipu crBMecTHa ynorpeba Ha pa3iuyHu OeTa OJIoKepH (BKIIOYUTEITHO aTCHOJION) M PUBACTUTMUH CE
choOMmaBat 700aBLIHH €PEKTH BOACIIN A0 Opamukapaus (KOSTO MOXKE J1a JOBEIE JO CHHKOIT).
OuakBa ce ChbpJeYHO-ChAOBUTE OeTa O0KepH J1a ObAaT CBhP3aHHU C TIO-TOJIIM PUCK, HO UM TIOTY4YCHU
CHOOIIECHUS U OT MMAlMEHTH, U3MOJI3BaIy APYyTH Oeta Onmokepu. [lopaau Ta3m npuyrHa € HEOOXOAUMO
MIOBHUIIICHO BHUMAaHHUE MPH NIPUIJIaraHe Ha PUBACTHTMHH ¢ OeTa OJIOKepH M JIPYTH CPEJICTBA, BOJCIIH JIO
Opanukapnus (Hamp. knac [l aHTHapUTMUYHE CpPECTBA, KAIIUEBH aHTATOHUCTH, JUTHTAITHCOBH
TJIMKO3HTU, MAJIOKAPITHH).

Toit kaTo OpaaMKapaUATa MPEACTABIIIBA pUCKOB (DakTOp 3a pa3BUTHE HA forsades de pointes,
KOMOWHHPAHETO Ha PUBACTUTMHFH C JICKAPCTBEHH MPOAYKTH, KOUTO MOTAT J1a MPETU3BUKAT
ynbmkaBane Ha QT uHTEpBania wiu forsades de pointes, KaTo HAIPUMEP aHTUTICUXOTHIIH, HATIP HIKOH
(heHOTHA3MHH (XJIOPIIPOMA3HH, JIEBOMENIPOMa3uH), OeH3aMuUIM (CYJITUPU, CYITOTIPH, AMUCYIIIPH/I,
THATIPU], BEPATUIIPHT), TUMO3HI, XaJOMIEPH IO, IPONIEPUION, IN3APIHI, IIUTATIONpaM, Au(eManunI,
EPUTPOMHUIIUH 1.V., XalloQaHTPUH, MU30JIACTHH, METAJIOH, IEHTAMUUH U MOKCU(IIOKCAIUH, TPpIOBa 1a
CTaBa IMPH MOBUIIICEHO BHUMAHUE, KATO MOXE J1a C€ HAIOXKHU M KIHHIIHO MouuTopupane (EKT).

He e nabnronaBaHo papMaKOKWHETHYHO B3aHMMOJICHCTBUE MEXKITy PHBACTUTMUH U JTUTOKCHH,
BapdapuH, muazenam win GIyoKCETUH MPU POYUBaHUS ChC 31paBu 1o0poBoiy. [ToBuiieHneTo Ha
IPOTPOMOMHOBOTO BpeMe, IPEAN3BUKAHO OT Bap(apuH, HE Ce MOBJIHBA OT NPUIIOKEHUETO Ha
puBacturmMuH. He ca HaOmogaBaHu HexelnaHu epeKTH BbPXY ChpACUYHATA IPOBOJUMOCT CJIE]
CbBMECTHOTO IPUWIOKEHUE HA PUBACTUTMUH U JIUTOKCHUH.

CepritacHO JaHHWTE 32 METa0OIM3Ma Ha PUBACTUTMHUH METaOONUTHUTE B3aUMOZCHCTBHUS C IPYTH
JIEKapCTBEHU MPOAYKTH M3TIIEKIAT MAJIKO BEPOATHH, BBIIPEKH Y€ TOH MOXKe J1a HHXHOnpa
MEIUUPAHUSI OT OyTHPHIXOJIMHECTEpa3aTa METa00IM3bM Ha APYTH BEIIECTBA.

4.6 dDepruauTeT, OPEMEHHOCT U KbpPMeHe

bpemennoct

[Tpu OpeMEeHHU KUBOTHH PUBACTHI'MHH /MM META0OJIMTUTE IPEMUHABAT IMpe3 muianeHTara. He e
W3BECTHO JIAJIA TOBA CE CIy4yBa ¥ MU xopaTa. HiMa KIMHWYHY JaHHU 3a CIIy4ad Ha €KCIIO3UIUS TIPU
opemenHocrt. [Ipu nmepu-/mocTHaTAIHYA IPOYYBAHUS MPH ITHXOBE ce HAOII0AaBa YBEINYCHHUE HA
recTalMOHHOTO BpeMe. PUBacTUrMUH He Tps0Ba J1a ce U3MoII3Ba IpU OPEMEHHOCT, OCBEH B CIIy4ail Ha
KaTeropuyHa HEOOXOIUMOCT.

Kopmene

[Ipu >KUBOTHM PUBACTUTMHH CE€ EKCKpETHpa B MISIKOTO. He e u3BecTHO, Jany puBacTUTMHUH CE
eCKpeTHpa B KbpMaTa. 3aTOBa KEHUTE HA JIEUCHHUE C pUBACTUTMUH HE TPsiOBa Aa KbPMSIT.
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DepTunurer

Hsma nabmiogaBanu HexxenaHu eheKTH Ha pUBACTUTMUH BBPXY (QEPTHIIUTETA WM PEIPOAYKTHBHATA
CIOCOOHOCT MU TTBX0BE (BXK. Touka 5.3). EQexTure Ha puBacCTUTMUH BHPXY (PEPTHIIUTETA IIPH XOPa
ca HEU3BECTHU.

4.7 EdexTH BbpPXy cCI0COOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHH

Bonectra Ha AmnxaiiMep Moke J1a IPUYHWHU TTOCTETICHHO HapyIliaBaHe Ha CIIOCOOHOCTTA 3a IodupaHe
WM J]a KOMITIPOMETHPa CIIOCOOHOCTTA 3a paboTa ¢ Mammau. OCBEH TOBa PUBACTHTMHUH MOXE Ja
MIPUYUHY 3aMastHOCT U ChHJIMBOCT TJIABHO ITPH 3aII04YBaHE HA JICYCHUETO WIIH MTOBUIIIABAHE HA J103aTa.
B pesynraT Ha TOBa pUBaCTUTMHH IMOBJIMSBA B MaJIKa WM B yMEPEHA CTEIIEH CIIOCOOHOCTTA 3a
modupane u padorta ¢ MmammHA. CIe0BaTEIIHO, CIIOCOOHOCTTA HA MAIMEHTUTE C IEMEHIINS, KOUTO ca
HAa JIeYeHHE C PUBACTUTMUH J]a MPOABIDKAT A3 MIOPHUPAT WK pabOTIT ChC CIOXKHH MAITHHHU, TPsI0Ba
PEIIOBHO Ja ce To/ijiara Ha OI[eHKa OT JISKYBAIIUs JieKap.

4.8 Hexenanu JeKapcTBeHH PeaKIUU

O0001enne Ha mpoduia Ha 0€30IIaCHOCT

Haii-gecto noxnananute Hexenanu peaknun (HJIP) ca cromarmHo-upeBHH, BKIIIOYBAIIN TaICHE
(38%) u moBpbmane (23%), ocobeHo 1Mo BpemMe Ha TUTpUpaHe Ha Jo3ara. JJokazaHo e, ue
MAIUCHTKUTE, YY4acTBAIU B KIIMHUYHU IPOYYBAHUS, Ca TIO-CKJIOHHU OT MBXKETEe KbM CTOMAIITHO-
YPEBHU HEXKETIAaHW PEaKIuy U oTciIabBaHe Ha TEro.

TabmmaHo MMPCACTABAHC HA HEKCIIAHUTE PCAKITUN

Hexenanute peakiuu B Tabmuia 1 u Tabmuna 2 ca n3bpoenu coriacHo MedDRA — o cuctemo-
OpTraHHHU KJIACOBE U 110 YecToTa. Kareropuure 4ecToTH ce OnpenesT ChIIacHO CIIeHATAa KOHBCHIIUS:
MHoOro gectd (> 1/10); uectu (> 1/100 no < 1/10); mHewectu (> 1/1 000 mo < 1/100); penxu (> 1/10 000
10 < 1/1 000); muoro pexnku (< 1/10 000); ¢ Hen3BecTHA YecTOTa (OT HATUYHUTE TaHHU HE MOXKE J1a
ObJlc HampaBeHa OICHKA).

Cn0panu ca chOOILICHNS 32 CICTHUTE HeXEIIaHH Peakiuy, n30poeHu mo-aoiy B Tabnuna 1, npu
NalKeHTH ¢ AJxaiiMepoBa JeMeHIusl, JeKyBanu ¢ Prometax.

Tabauua 1

Nudexunu u nundecranumn

MHoro penku YpuHapHa nHGEKIUs
Hapymenns Ha MeTa00JIM3Ma U XPaHEHeTO

MHoro yectu AHopekcust

Yectn Hamanen anetur

C HeW3BeCTHA YE€CTOTA Jexunpararust
[cuxnynn HapymeHnst

Yectu Kommapu

Yectn AKUTHpaHOCT

UecTtu OO0BpKkaHOCT

UecTtu TpeBoxkHOCT

Heuectn bescpHue

Heuectn Henpecust

MHoro penku XanouHaumu

C HeW3BeCTHA YeCTOTa ArpecuBHOCT, OE3MTOKOHCTBO
Hapyumienus Ha HepBHaTa cucTeMa

MHoro yectu 3amMasHOCT

UecTtu I'maBoGonue

23




Yectn CBHLHINBOCT

Yectu Tpemop
Heuectn Cunkon
Penkn [Ipunagbim
MHoro penku Excrpanupamunau cuMrntoMu (BKIIOYUTETHO BIOIIABaHE Ha
6omectTa Ha [lapkuHCOH)
C Hemn3BecTHa yecToTa [IneBpoToTonyc (,,Pisa“ cuaapom)
Chbpaeynn HapyleHust
Penxu CreHokapaus
MHoro penku Copreynu aput™Muu (Harp. OpaauKapivs,
ATPUOBCHTPUKYJIAPEH OJIOK, MPEACHPIHO MBXKIICHE U
TaxXUKapIus)
C HeW3BeCTHA YECTOTa CuHApoM Ha OOJIHHS CHHYCOB Bb3ell
CbaoBu HapyieHust
MHoro penku XuneproHust
CToMalIHO-4YpeBHU HAPYIIEHUS
MHoro yectu lanene
MHoro uectu [ToBpbiiane
MHoro dyectu Huapus
Yectu Kopemuu 607kH 1 JUCTICTICHS
Penku CroMansu 1 1yoJIcHaIHH SI3BU
MHoro penku CroManrHo-4peBHU KPhBOU3IHBH
MHoro penku ITankpeatur
C Heu3BeCTHA YECTOTA Hsxou cmydan Ha TEXKO MOBPBIIAHE CE€ CBHP3BAT C PYITYypa

Ha XpaHoIpoBoja (BXK. Touka 4.4).

XenaToonauapHu HapyleHus

Heuectu IToBumienu yepHOAPOOHHU (PYHKIIMOHATIHM IIOKA3aTEeNIN
C Hem3BecTHa yecToTa Xenatut
Hapymienusi Ha KoKaTa ¥ MOJAKOKHATA ThKaH
Yectu Xunepxuaposa
Penxu OO6pus
C Hemn3BecTHa yecToTa Cop0ex, anepruueH 1epMaTuT (JUCEMHUHHUPAH)
OO0mm HapymieHus ¥ e)eKTH HA MSICTOTO Ha NPHUJIOKeHNe
Yectu YMopa u acTeHus
Yectn Hepasnonoxenue
Heuectu [Tpunagpk
H3ciaenBanus
Uectn 3ary0a Ha Terio

ITpu Prometax TpaHcaepMalieH MIacTUP ce HAOII0IaBaT CICAHUTE JOMBIHUTEITHA HEXCITaHH
PEaKINK: IEITUPUYM, TUPEKCHUsI, HAMAJICH alleTHT, YPHHAPHA HHKOHTHHEHIHS (YeCTH), ICHXOMOTOpHA
XHUIIEPAKTUBHOCT (HEYECTH ), EPUTEM, YPTHKAPHSI, MEXYPH, aJICPTHUCH JACPMATUT (C HEU3BECTHA
YEeCTOTa).

Tabnuiia 2 moka3Ba HeXXETAHUTE PEAKIINH, ChOOIABAHY MPH MAIIMEHTH C JIEMEHIIUS, CBbp3aHa ¢
oonecrra Ha [lapkuHcoH, TeKkyBaHu ¢ Prometax kamncymm.

Taoauna 2

Hapymenns Ha MeTa00JIM3Ma U XPaHEHeTO

Yectn Hamanen anetur

Yectu Hexunparanus
Hcuxnynn HapymeHnst

Yectn be3cnHaue

Yectu TpeBoxkHOCT

Yectn besnoxkoiicTBO

Yectn 3pUTETHU XaTIOLUHAILIII
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Yectu Henpecust

C HeW3BeCTHA YECTOTa ATpecuBHOCT
Hapymenns Ha HepBHaTa cUCTEMa

MHoro yectu Tpemop

Yectn 3amastHOCT

Yectn CpHIHUBOCT

UecTtu I'maBoGonue

UecTtu Bonect na [TapkuHcoH (BIiomaBaHe)

Yectu bpanukunesus

Yectu Juckrnesus

UecTtu XunokuHesus

Yectn Purnnsoct tun “3p09aro xomeno”

Heuectn JucTonus
Chbpaeynn HapyeHust

Yectn Bpaguxapaus

Heuectn IIpencwpaHo MbxaeHE

Heuectn ATpPHOBEHTPUKYJIATCH OJIOK

C HewW3BeCTHA YECTOTA CunapoM Ha OOJNHUS CHHYCOB BB3ell
CbaoBu HapyLIeHHS

Yectu XuUnepToHUs

Heuectn XunoToHust
CToMAIIHO-YPEBHH HAPYIIEHHS

MHoro yectu lanene

MHoro dyectu IToBpbiane

Yectn Huapus

Yectu Bboiika B kopema u aucnencus

Yectu XunepcajauBauus
XenaToOnJIuAPpHA HAPYLICHHUS

C HewW3BeCTHA YECTOTA Xematut
Hapyuienus Ha K0KaTa U MOJAKO0KHATA ThKaH

Yectu Xunepxuaposa

C HeW3BeCTHA YE€CTOTA AJepruveH AepMaTHT (IMCEMUHHUPAH )
OO0mm HapymieHus ¥ e)eKTH HA MSICTOTO Ha NPHUJIOKeHNe

MHoro yectu Konanc

Yectu YMopa u acTeHus

Yectn Hapymenns Ha noxozaxata

Yectu ITapkrHCOHOBA MOXO0/AKA

Crnennara TOMBIHUTETHA HEXEIaHa peakiys ¢ Owia HabJro1aBaHa Mpy MPOYYBaHEe MTPH MAIUEHTH C
JIeMEeHIINs, CBhp3aHa ¢ Oonectra Ha [lapkuHCOH, TekyBaHu ¢ Prometax TpaHcaepMalieH TacTHp:
BB30yIa (4ecTn).

Tabmuiia 3 mocouBa Opos U MPOLIEHTA HA MAIUCHTUTE OT CeUUPUIHOTO 24-CEIMUIHO KITMHUIHO
MpoyYBaHe, MPOBeJIeHO ¢ Prometax mpu mamueHTy ¢ JeMEHIUs, CBbp3aHa ¢ OoJiectTa Ha [[apkuHCOH,
C TIPEJIBAPUTEITHO JIe()MHUPAHU HEIKEITAHU CHOUTHS, KOUTO MOTaT Jla OTPa3sABaT BIOIIABAHE HA
CHUMIITOMHUTE HA MAPKHHCOHU3MA.

Tabauuna 3
IIpenBapuTteaHo 1epuHUPAHU HEKEJTAHH CHOUTHS, Prometax Ilnane6o
KOMTO MOraT /ia 0TPa3siBaT BJIOLIABAHE HA n (%) n (%)

CUMIITOMUTE HA MAPKUHCOHU3MA NIPHA NMAIIUCHTH €
AEMCHIIMSA, CBbp3aHa C 0oJiecTTa Ha Hapmmcon

001110 M3CTIeABAHM TTAITUCHTH 362 (100) 179 (100)
OO0 nanuenTH ¢ npeasaputenso aeduaupann HC 99 (27,3) 28 (15,6)
Tpemop 37(10,2) 7(3,9)
[Ipumaapk 21 (5,8) 11 (6,1)

25




Bbonect na ITapkutcon (BiomaBane) 12 (3,3) 2 (L,1)
XutiepcaauBarivs 5(1,4) 0
Jluckune3us 5(1,4) 1(0,6)
[NapkuHCOHU3BM 8(2,2) 1(0,6)
XUTIOKUHE3HS 1(0,3) 0
Hapymenne Ha TBIKEHHETO 1(0,3) 0
Bpanukunesus 9(2,5) 3(1,7)
Juctonmns 3(0,8) 1 (0,6)
[TaTomoruvna moxoka 5(1,4) 0
MycKkyiHa pUruaHOCT 1(0,3) 0
Hapymenue Ha paBHOBECHETO 3(0,8) 2(1,1)
MyCKyJTHO-CKEJIETHA CKOBAaHOCT 3(0,8) 0
Purunnocrt 1(0,3) 0
MotopHa JuchYHKIHS 1(0,3) 0

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHHN PEAKITHH
Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEITAHU PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS

MPOAYKT € BaKHO. ToBa MMO3BOJIsIBA Ja MIPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIMAINCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
M0TO3UPaHa HEXKEITaHa PeaKIns Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane
CumnroMu

[ToBeueTo ciayvan Ha CIIyYaiHO MPEIO3UPAHE HE ca CBbP3aHH C KIMHUYHH MTPU3HAIN U CUMIITOMH U
MOYTH BCHYKHU 3aCETHATH MAI[MEHTH MPOIBIKABAT JICYCHHUETO C PUBACTUTMUH 24 vaca cie[
NPEI03UPAHETO.

C’L06H_IaBaHI/I Ca CjIydad Ha XOJMHEPIrudHa TOKCUYHOCT CbC CUMIITOMU, KOUTO CE Ha6HIOI[aBaT nmpu
YMEPCHO MYCKAPUHOBO OTPABAHE KaTO MUO34a, 3a4YCPBABAHE HA JIMICTO, XPAHOCMWJIATCIITHU
HapyumeHus, BKIIFOYUTCIIHO KOPpEMHA 60J'IKa, raJicHC, MOBPBIAHE U JUapus, 6pa)11/11<apz[1/1;1,
6p0HXOCHa3’BM 1 IMOBUIIICHA 6p0HXI/Ia.J'IHa CCKpCUMA, XUIICPXUAPO3a, HCBOJIHO YPUHUPAHE H/UIH
,I[e(i)eKaHI/IH, JITaKpUuMaluAa, XuIoTOHUA U IMMOBUIICHO CIIFOHOOTACIIAHE.

B mo-TexkunTe ciydam Morar Ja ce MOsSBAT M HUKOTHHOBU €(eKTH KaTo MyCKYyJIHa c1adocCT,
(hacrukynanum, rbpUYOBE U PECIUPATOPEH apecT, ¢ Bh3MOXKEH JICTAJICH U3XO/.

OcBeH TOBa UMa IMOCTMAPKETUHTOBY CIy4YaH Ha 3aMasHOCT, TPEMOP, TJ1aBOO0IIHE, CHHIMBOCT,
00BPKAHOCT, XUTIEPTOHHUS, XATIOIIMHAIINY W 0010 Hepa3IoI0KEeHHE.

Jleuenne

TBif KaTO pUBACTUTMUH MMa TUTA3MEH IMOJTY>)KUBOT OT OKOJIO | Yac M MpOIbIKUTEITHOCT Ha
WHXUOUpaHE Ha alleTHIIXOIMHECTEpa3ara OT OKOJIO 9 yaca, mpernophyBa ce IpH CIIydau Ha
ACHMIITOMaTHYHO MPEI03UPaHe Jia He ce Mpujlara JOIbJIHUTEHA 1032 PUBACTUTMIH Npe3
cienBamute 24 gaca. AKO MPEIO3UPAHETO € CHITPOBOJEHO OT TEKKO Ta/ICHE U MTOBPHINAHe, TPIOBa 1a
ce o0chau ynorpebara Ha anTueMeTHIH. [Ipu Hy»1a TpsiOBa aa ce mpernprueMe CHMITOMATHYHO
JICYCHUE 32 OCTAHAIIUTE HEXKEIIAaHU PCaKIUH.

HpI/I SHAYUTCIIHO IMMPEAO3UPAHC MOKE J1a C€ U3II0JI3Ba aTPOIHH. HpenoquBa C€ HayvaJIHa J03a OT

0,03 mg/kg naTpaBEeHO3€eH aTPONHMH CyI(AT C MOCIEABAIIHN 031 B 3aBUCUMOCT OT KITMHHYHHS
otroBop. He ce npenopruBa ynorpebdara Ha CKOTIOJIAMUH KaTO aHTHIOT.
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5. ®APMAKOJIOTUYHA CBOMCTBA
5.1 dapmakoguHAMWYHH CBOMCTBA

dapMakoTepaneBTHYHA TPyIa: ICUXOAHAJENTULN, aHTUXOJIMHECTepa3Hu npoaykTH, ATC kox:
NO06DAO03

PuBacTurMuH € MHXUOUTOP HA AlETHII- U Oy TUPWIIXOJIMHECTEPA3UTE OT KapOaMaTeH THII, 32 KOWUTO ce
CYHTa, Y€ yJIeCHSIBA XOJUHEPTUYHATa HEBPOTPAHCMUCHS upe3 3a0aBsgHe pa3srpakKJaHeTo Ha
aIleTUIIXOJIMHA, OCBOOO/ICH OT QYHKIIMOHAIHO HHTAKTHUTE XOJIMHEPIHIHN HeBpOHU. CIieIoBaTEIIHO
PUBACTUTMUH MOXE JIa IMa OJIATONPHUATEH €PEKT BbPXY XOJIMHEPTHYHO METUUPAHNsI KOTHUTUBEH
JeUIUT IPY IEMEHIIHS, CBbp3aHa ¢ OonecTTa Ha AxaiMep uiH ¢ 6ojiectra Ha [TapkuHCOH.

PuBacTurMuH B3aMMOIEHCTBA C MPUIIEITHUTE EH3UMU Ype3 00pa3yBaHe Ha KOBAJICHTHO CBHP3aH
KOMIUIEKC, KOMTO BpeMEHHO WHAKTUBUpPA eH3uMuTe. [Ipu 31paBu Miaamn Mbke IepopaiHaTta 103a OT

3 mg nmoHmwKaBa akKTUBHOCTTA Ha arjeTuiaxoyimHectepasapara (AChE) B nepeOpocnuHamiHaTa TEYHOCT C
npudmmsurenHo 40% npe3 mbpBute 1,5 gaca ciaen NpUIOKEHNETO. AKTUBHOCTTA Ha €H3MMa Ce€ BPBIIa
JI0 M3XOJTHOTO HUBO OKOJIO 9 Yaca ciie]l IOCTUTaHe Ha MAaKCUMATHUS WHXUOUTOpeH edekt. [Ipn
NaIueHTy ¢ 0osiecT Ha Annxaiimep naxuoupanero Ha AChE B niepeOpocnuHaiHaTa TSYHOCT OT
PUBACTHTMUH € JI0303aBUCHUMO 710 6 Mg Ba IbTH JHEBHO, KOSATO € Hai-BUCOKaTa MPOyYBaHa J103a.
WNuxubupanero Ha akTHBHOCTTA Ha Oy TUPWIXOJIMHETEpa3aTa B iepeOpocHaIHATa TEYHOCT MPH

14 nanenTty ¢ Oonect Ha AnxaiMep, TeKyBaHH C pUBACTUTMUH, € cXoAHo ¢ ToBa Ha AChE.

Kimnanuam opoyuBanusg opyu AnixaiiMepoBa JeMEHITHS

EdukacHocTTa Ha pUBACTUTMUH € YCTAaHOBEHA Ype3 M3IMOJI3BaHE HA TPU HE3aBUCHMU, 00JIacT
cnienn(UIHYU, OIICHBYHH MTOKA3aTelNs, KOUTO CE ONPEJEIAT Ha TIEPHOAHMIHNA UTEPBAJIH [0 BpeMe Ha 6-
MecevHHUTe nepuoau Ha ieueHne. Tyk ce BkmouBatr ADAS-Cog (Ckana 3a orieHKa Ha OoecTTa Ha
Anmxaiimep — korHuTUBHA Nojickana [Alzheimer’s Disease Assessment Scale — Cognitive subscale],
HM3MEepBaHe Ha KOTHUTHUBHATa (YHKIHUS, Bb3 OCHOBA Ha rnoBeaeHueto), CIBIC-Plus (Ouenka Ha nekaps
3a MOJIOKHTENIHA TPOMSIHA, Bb3 OCHOBa Ha MHTepBIo ¢ nanueHTa [Clinician’s Interview Based
Impression of Change-Plus] - o01a 1s10cTHa OIIEHKa Ha TAIIMEeHTa OT U3CJIeI0BaTENsl, BKIIFOUBAIa
MpUHOCA Ha oKa3BaIaro rpwku juie) u PDS (Ckana 3a nmporpecusi Ha BjoliaBaHero [Progressive
Deterioration Scale] - orieHKa OT cTpaHa Ha OKa3BaIllOTO IPHXKH JIMIIC Ha €KEIHEBHUTE JIEHHOCTH,
BKITFOUUTEITHO JIMYHATAa XUTUEHA, XpaHEHETO, 0OJMYaHeTOo, JOMaKWHCKaTa paboTa KaTo ma3apyBaHe,
3ara3BaHe Ha CIIOCOOHOCTTA 3a OPHEHTHpaHEe B OKOJIHATA Cpe/ia, KAKTO M y4acThe B JICHHOCTH,
CBBbp3aHH ¢ GUHAHCOBU BBIIPOCH, U T.H.).

Uzcnensanure nanuentd umatr MMSE (MuHMManeH nperies Ha ICUXUYHOTO ChCTOSIHKAE) CKOP OT
10-24.

Ha Ta6numna 4 mo-goity ca gaJieHu pe3yJNTaTuTe OT NAalUeHTHTE ¢ KIMHUYHO 3HAYMM OTTOBOP,
00eIMHEeHHU OT JIBE MPOYYBAHUS C I'bBKaBa 71032, OT 00O TPU OCHOBHH 26-CEIMUYHH MHOTOIICHTPOBU
MIPOYYBaHUS MPH MALMEHTH ¢ JIeKa JI0 yMEPEHo TexKa AmixaiiMepoBa aeMeHus. Knnanano
3HAYMMOTO IOJJOOPEHUE NPH TE3HU NPOYUYBAHUS € AePHUHUPAHO ¢ priori KaTo NOZ00peHHe C OHEe

4 touku o ADAS-Cog, nogo6penne mo CIBIC-Plus, wnu nmone 10% momoopenue no PDS.

OcgeH TOBa Ha chlIaTa TabIUIA € npeacTaseHa post hoc negununmsTa Ha oTrOoBOpa. Bropuunara
neduHUIMS Ha 0TroBopa u3ncksa moxodpenue mo ADAS-Cog ¢ 4 ToUky wiu oBede, JIUIca Ha
BiomagaHe 1o CIBIC-Plus u yunica Ha Biomagane o PDS. CpenHara neficTBUTEIHA THEBHA J103a 3a
OTrOBOPHUIINTE MAIIMEHTH B rpynara Ha 6-12 mg, ciopen Ta3u aedununms, € 9,3 mg. BaxHo e na ce
0TOeNexH, Ye CKaINUTe, N3MO0I3BaHM IIPU TOBA [T0KAa3aHUE, CE Pa3InyaBaT U JUPEKTHUTE CPABHEHUS Ha
pe3yNTaTuTe 3a pa3IuyHUTE TEPANIEBTUYHU CPEJCTBA HE Ca BAJUIHH.
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Taoauna 4

ITauueHTH ¢ KIMHUYHO 3HAYUM 0TroBop (%)

Intent to Treat rpyma Iocaenno ochmecTBeHO
Ha0JIK0IeHue cJie] TOBa
Misipka 3a 0TTOBOP PuBacturmun | Ilname6o | PuBacTurmMun Ilnanedo
6-12 mg 6-12 mg
N=473 N=472 N=379 N=444
ADAS-Cog: nogobpenue c 2] x** 12 25%** 12
Hai-MajaKo 4 TOUKH
CIBIC-Plus: nogobpenue Q%A% 18 Rk 19
PDS: nono6penue c Haii- 26%#* 17 30%** 18
manko 10%
[TogoGpenue ¢ Hali-MaIKoO 10%* 6 12%* 6
4 touku mo ADAS-Cog 6¢e3
Bnomagase o CIBIC-Plus
u PDS

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

KnnaugHY npoyYBaHus Ipy JIEMEHITHS, CBbp3aHa ¢ Oosiectta Ha IlapKuHCOH

EdukacHocTTa Ha pUBACTHIMUH IIPH JIEMEHITHS, CBbp3aHa ¢ OosiecTTa Ha [lapkuHCOH, € moKa3aHa npu
€IHO 2-CeIMUYHO MHOTOLIEHTPOBO ABOWHOCIIAIIO, TUTAIe00-KOHTPOIUPAHO OCHOBHO ITPOYYBAaHE U
HeroBara 24-ceIMUYHA OTKpUTA pasmupena ¢a3za. [laruenTure, yaacTBaiy B TOBA MPOyYBaHE, UMAT
MMSE (MuHUMaleH nperiea Ha ICUXUIHOTO CheTosiHuEe) ckop oT 10-24. EdukacHocTTa €
YCTAaHOBEHA YPE3 U3IMOI3BAHE HA IBE HE3aBUCUMU CKaIM, KOUTO Ca OLCHSBAHU HA PEIOBHU UHTEPBAIU
0 BpeMe Ha 6 Mece4HHs Nepro/l Ha JIeYeHHe, KakTo € moka3ano Ha Tabmuma 5. [lo-gomy: ADAS-Cog
— MspKa 3a KOTHUTHUBHATA hyHKIWS, U 1s1octHaTa orieaka ADCS-CGIS (KoonepaTtuBHo nipoydBane
Ha OosiecTTa Ha Annxaiimep — LIsII0CTHO BrieuaT/ieHHe Ha KIIMHUIMCTA 32 IIPOMSIHATA).

Tabauna 5
JeMeHusi, CBbp3aHa ¢ ADAS-Cog ADAS-Cog | ADCS-CGIC ADCS-CGIC
0oJiectTa Ha [lapkuHCOH Prometax ILnauedo Prometax ILnaneoo
ITT + RDO rpyna (n=329) (n=161) (n=329) (n=165)
Cpenno m3xoaHo HuBo £ CO | 23,8 = 10,2 243 +£10,5 HETMPIWIOKUMO | HETPIIIOKHMO
Cpenna npoMsiHa cien 2,1 +£8,2 -0,7+7,5 38+14 43+1,5
24 cenmunu = CO
Kopurupana paznuka B
JICYECHUETO 2,88! HETPHUIIOKUAMO
P-CTOMHOCT crpsMo miane6o <0,001! 0,007?
ITT - LOCF rpyna (n=287) (n=154) (n=289) (n=158)
Cpenno usxoano muso + CO | 24,0 +£10,3 24,5+ 10,6 HENPUIIOKUMO | HEMPHUIIOKUMO
CpemHa ipoMsiHa ClIe] 25+84 -0,8+7,5 3,7+14 43+1,5
24 cenmunu = CO
Kopurupana pasznuka B
JICYECHUETO 3,54! HETPHUIIOKHAMO
P-CTOMHOCT crpaMo miane6o <0,0|011 <0,0012

' B3 ocnoBa Ha ANCOVA ¢ BH/Ia JIeUeHHE U IbpKaBaTa Kato (pakTOpH, U U3XOJHOTO HA HUBO
ADAS-Cog kato koBapuaImonHa npomMeHinBa. [10710XuTeTHUTE TPOMEHH 03HAaYaBaT M0 100peHNe.
2 3a y106CTBO Ca MPEICTABEHH CPETHUTE CTOMHOCTH, aHAITM3BT [0 KATETOPUH € U3BBPLICH KaTO €
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U3M0J3BaH Tecta Ha van Elteren
ITT: Intent-To-Treat, RDO: IlammenTH, IpexAeBPEMEHHO HaITyCcHaIH IpoyuBaHeTo (Retrieved Drop
Outs); LOCF: Ilocnenno m3BbpiieHo Habmoaenue (Last Observation Carried Forward)

Borpekn ue eueOHUAT e()eKT € MoKa3aH 3a Isi1ata MmomyJsIalis Ha MPOyYBaHEeTo, JTaHHUTE
HpEAIoarat, 4e mo-rojisiM TepaneBTu4eH eeKT B cpaBHEHHUE ¢ MUIanebo ce HabIoaaBa npu
MOJrpymnara MalkueHTH ¢ yMepeHa IeMEHIHs, CBbp3aHa ¢ Oonectrta Ha [lapkuncoH. [TogoOHO Ha ToBa
MO-TOJISIM TEPAIeBTHUYECH eEeKT ce HaOIII0aBa PH MAIIEHTUTE ChC 3PUTEITHHU XATIOIMHAIIH (BXK.
Tabmuia 6.).

Tabauua 6

JemeH1usi, cBbp3aHa ¢ ADAS-Cog ADAS-Cog | ADAS-Cog ADAS-Cog

0osiectta Ha [lapkuHCOH Prometax Il1ane6o Prometax Ilnane6o
IlanueHTH ChC 3pUTETHH HanuenTn 6€3 3puTenu
XAJIOMUHAIINA XAJTIONHHAIINH

ITT + RDO nonynamnusi (n=107) (n=60) (n=220) (n=101)

Cpenno uzxoano Huo £ CO | 254+ 9,9 274+104 23,1£10,4 22,5+ 10,1

Cpenna npoMsiHa cien 1,0+9,2 -2,1+83 2,6 7,6 0,1 +6,9

24 cemmunu = CO

Kopurupana pasznuka B

JIEYEHUETO 427! 2,09!

P-CTOMHOCT cpsaMo miane6o 0,002! 0,015!
IlanuenTH ¢ ymMepeHna IanuenTH c Jexka
nemennusi (MMSE 10-17) nemennust (MMSE 18-24)

ITT + RDO nonynamusi (n=87) (n=44) (n=237) (n=115)

Cpenno uzxoano nuo = CO | 32,6 + 10,4 33,7+ 10,3 20,6 £7,9 20,7+79

CpemHa ipoMsiHa ClIe] 2,694 -1,8+7,2 1,9 +7,7 -02+7,5

24 cemmunu = CO

Kopurupana pasznuka B
JIEYEHUETO 4,73! 2,14!
p-CTOMHOCT crpaMo miane6o 0,0(|)21 0,01|01

' B3 ocnoBa Ha ANCOVA ¢ BH/Ia JIeUeHHE U IbpiKaBaTa Kato (pakTOpH, U U3XOJHOTO HA HUBO
ADAS-Cog kato koBapuaImoHHa npoMeHinBa. [10710XuTeTHUTE TPOMEHH 03HAaYaBaT M0 100peHNe.
ITT: Intent-To-Treat; RDO: I[lamuenTy, npexaeBpeMEHHO HaITyCHaIH IIpoydBaHeTo (Retrieved Drop
Outs)

EBporneiickaTa areH1us 10 JiekapcTBaTa 0CBOOO0KAaBa OT 3aIbJDKEHUETO 3a IIPEJOCTABSIHE Ha
pe3ynTaTUTe OT MPOYUYBaHUATA ¢ Prometax BbB BCUUKH NOATPYNH Ha MeIUaTpUYHATA TOIMYyJIaus pU
JedyeHne Ha AnixaiiMepoBa AeMeHIMs U JeMEHIMsI, Ipy narnonatnina oonect Ha [lapkuHCcoH (BX.
Touka 4.2 3a uH(pOopMaIrs OTHOCHO YIoTpeda B e IUATPHSATA).

5.2 ®apmMaKkoKWHeTHYHH CBONCTBA

AOGcopbrms

PuBacturmun ce abcopOupa 0bp30 1 HarrbjaHO. [IMKOBUTE M1a3MEHN KOHLIEHTPALUH CE JOCTUTraT Clie]]
npubnu3uTenHo 1 yac. B pesynrar Ha B3aMMOJEHCTBUETO HA PUBACTUTMUH C TAPTETHUS €H3UM,
MOBHUILIEHUETO Ha OMOHAIMYHOCTTA € OKOJIO 1,5 BT MO-BHCOKO OT OYaKBaHOTO OT MOBHUILIEHUETO HA
no3aTta. AGcomoTHaTa OMOHATIMYHOCT ciiel 03a oT 3 mg e okono 36%+13%. [IpuemMbT Ha pUBaCTUrMUH
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repopalieH pa3TBop 10 BpeMe Ha xpaHeHe 3a0aBst a0copOuusaTa (Tmax) CbC 74 MUHYTH U TIOHIKABA Crax
¢ 43% wu moBumasa AUC ¢ npubmmzutenHo 9%.

Pasnpenenenue

CBbp3BaHETO HA PUBACTUTMUH C IIa3MeHuTe OenThuy e mpubmausntenHo 40%. Toit tecHo mpemMuHaBa
KPBhBHO-MO3bUHATA Oapuepa U MMa MPHUBHJICH 00EM Ha pasnpeeneHue B rpanunure Ha 1,8-2,7 I/kg.

Buorpanchopmarus

PuBacTurmuH ce MeTabonu3upa Obp30 U B 3HAYMTEINIHA CTETICH (ITOMYXKHBOTHT B IDIa3Mara €
MpUOIM3UTENTHO 1 9ac) TIIaBHO Ype3 XOJIMHECTepa3a-MequupaHa XUAPOIIr3a 10 AeKapOoaMunpan
MeTaboNIuT. In vitro To3u METaOOJIUT TIOKa3Ba MHHUMATHO HHXUOHUPaHE Ha alleTUIIXOJIMHECTepa3aTa
(<10%).

B®3 ocHOBa Ha IpOyYBaHUS in Vitro He ce O4aKkBaT (apMaKOKHHETHIHU B3aUMOJICHCTBUSI C JICKAPCTBEHU
MPOAYKTH, KOWTO C€ METa0OIM3UpaT OT cieaauTe 1uToxpoM moeH3nmu: CYP1A2, CYP2D6,
CYP3A4/5, CYP2E1, CYP2C9, CYP2C8, CYP2C19 mimm CYP2B6. B3 ocHOBa Ha JoKa3aTeacTBaTa
OT MPOYYBaHUs TPH )KUBOTHH OCHOBHUTE NUTOXPOM P450 n30eH3UMM y4acTBaT B MUHUMAJIHA CTEIICH
B MeTa00JIM3Ma HA PUBACTUTMUH. TOTATHHUST TUTA3MEH KIIMPHHC HA PUBACTUTMUH € TIPUOJIU3UTEITHO
130 l/uac cnex naTpaBeHo3Ha no3a ot 0,2 mg u Hamansgsa 1o 70 l/uac cnen nHTpaBeHO3HA /1032 OT

2,7 mg.

Enumunupane

B ypuHaTa HE ce OTKpUBa HEITPOMEHEH PUBACTUTMUH. brOpeyHaTa eKCKpelusi Ha METa0OJUTHTE €
[JIaBHUAT ITGT Ha euMuBupane. Criel npuiaraneto Ha “C-puBacTUIMKMH €TMMMHUPAHETO UPE3
0n0pennTe e ObpP30 U Ha TpaKkTHUKa MHJIHO (>90%) B pamkute Ha 24 gaca. [lo-manko ot 1% ot
NPUIIOKEHATa JIo3a ce eKCKpeTHpa ¢ ¢ereca. JIUNcBa KyMyIupaHe Ha PUBACTHTMUH U Ha
JeKkapOaMUITpaHrs METa0OJUT TIPH TTAIMEHTH ¢ OoecT Ha AJIxaimMep.

IMomynanuoHHUAT hapMaKOKMHETHYIEH aHAIN3 [TOKa3Ba, 4e yIoTpedaTa Ha HUKOTHH ITOBHIIIABA
NepopaTHusl KIMPHHC Ha pUBacTUTMHH ¢ 23% TpH nauueHTH ¢ 6onecT Ha AnmxaiiMep (n=75 mymauu 1

549 Henmymaum) npu nepopasieH NpUeM Ha pUBACTUIMUH B 1031 10 12 mg/neH.

CHCLII/IEIJ'IHI/I nomnyjaanvuu

Cmapuecka 8v3pacm

Brhpekn ye OMOHATMYHOCTTA HA PUBACTUTMUH TPH XOpa B cTapyecka Bh3PacT € MO-BHCOKA
OTKOJIKOTO TIPH MJIa Iy 3JIpaBU JIOOPOBOIIIH, IPOYYBAHUITA TIPH MAIEHTH ¢ OoJiecT Ha AJIxaiMep Ha
BB3pacT Mexay 50 1 92 ToauMHN HE IMOKa3BaT MPOMSIHA B OMOHAIMYHOCTTA C Bh3pacTTa.

YeproodpobHo yspedicoare

Crax Ha pUBacCTUTMUH ¢ npudIu3uTeHo 60% mo-pucoka 1 AUC 3a puBaCTUTMUH € TTOBEUE OT JIBa
IBTH MTO-BUCOKA TIPH JIUIIA C JIEKO 0 YMEPEHO TEKKO YePHOAPOOHO YBPEKIaHE OTKOIKOTO MPHU
3/IpaBU JNIIA.

bvopeuno yepesicoane

Cmax 1 AUC Ha pUBacCTHIMHH Ca MOBEYE OT /IBa IIbTH MO-BUCOKH IPH JIUIIA C yMEpeHO ObOpeyHo
yBpeXKIaHe B CpaBHEHHUE ChbC 31paBu Juna. Obaue, HAMa MPOMEHH B Crax 1 AUC Ha pUBacTUTMUH NPH
JIUTIA C TEKKO OBOpEUHO yBpEKIaHe.

5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

HpOY'lBaHI/I}ITa 3a TOKCUYHOCT ITPU MHOT'OKPATHO IpujIarane npu miIbXoB€, MUIIKA U KyUCTa IMOKa3BaT
CAUHCTBCHO e(l)eKTI/I, CBBpP3aHU CHC 3aCHUIICHO (bapMaKOJ'IOFI/I‘lHO HCﬁCTBHC. He e Ha6J'IIOI[aBaHa
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TOKCHYHOCT KbM TpHLIeNeH oprad. [Ipu npoyuBaHus BbpXY JKHBOTHH HE ca MMOCTUTHATH TPAaHUIIH HA
0€30MacHOCT 3a EKCIO3UIMATA Ha X0pa MOPaId YyBCTBUTETHOCTTA HA U3ITOJI3BAHUTE MOJICII BBPXY
JKUBOTHU.

PuBacTUrMuH HE € MyTareHeH IIpu OaTepus OT CTAaHAAPTU3UPAHH in Vitro | in vVivo TeCTOBE, OCBEH IPH
TecTa 3a XpOMO30MHH abepaluy B 4OBeIIKH TuM(ponuTH oT neprdepHa KpbB B 103a 10* meTH mo-
BHCOKA OT MaKCHUMaJTHaTa KIIMHIYHA €KCIO3UINA. MUKPOHYKIICAPHHUSAT TECT iN Vivo € OTPHIIATENEeH.
T'nmaBauaTr metadomut NAP226-90 cbi110 He ITOKa3Ba FEHOTOKCUYEH ITOTEHIMAII.

Jluncear qoka3aTencTBa 3a KaHIIEPOTSHHOCT MPU MPOYYBAHUATA C MUIIKHU U ILTBXOBE C MAKCUMAITHO
MMOHOCHMA 1032, BBIIPEKH Y€ eKCIIO3UIUATa Ha PUBACTUTMHH U META0OJIUTHTE MY € ITO-HHCKA OT
eKcrio3uIusTa mpu xopa. Koraro ce mpen3uuciv KbM MOBBPXHOCTTA HA TSUIOTO, €KCIIO3UIINATA Ha
PUBAaCTHTMUH 1 METaOOIINTUTE My € TIPHOIM3UTETHO EKBUBaJICHTHA HA MaKCHMAJIHO TIpernophbyBaHaTa
Jlo3a 1mpu xopa ot 12 mg/neH; obayue, B CpaBHEHUE C MAaKCUMAaJTHATA JTHEBHA J103a IPHU XOpa, MPU
JKUBOTHU CE€ MOCTHUTa MPUOTUIUTEIHO 6 TTU MO-BUCOKA EKCITO3UIIHSL.

IIpu )KMBOTHH PUBACTUTMHH NIPEMUHABA TIP3 IUIAIIEHTATa U Ce eKCKPETHPa B MIISIKOTO.
[IpoyuBaHusTa Ha IEPOPATHOTO MPHIIOKEHUE TPU ILTHXOBE M 3alIIM HE J]aBaT IOKA3aTEJICTBA 32
TEPaTOTCHEH MOTEHIIMAJ OT CTPaHa Ha PUBACTUTMUH. B mpoy4BaHus Ha MEPOPATHOTO MPIJIOKCHUE TIPH
MBKKH ¥ )KEHCKH TUTHXOBE, HE ca HaOI0/IaBaHN HEeXKellaH!u e(peKTH Ha PHBACTUTMIH BBPXY
(hepTriMTETA M PETIPOAYKTHUBHATA CITOCOOHOCT HUTO TPH IMOKOJICHUETO HA POTUTEIUTE, HUTO IPU
MAJIKUTE Ha TE€3U POIUTEIIH.

B mpoyuBane npu 3aiiiii € yCTaHOBEH MOTEHIIMAN Ha PUBACTUTMUH Ja IPEAN3BUKBA JIEKO Ipa3HEeHe Ha
OYUTE/IUTaBULIUTE.

6. DAPMAIEBTUYHHU JAHHHAU

6.1 Chouchbk HA IOMOIIIHUTE BelEeCTBA

Harpues 6enzoat (E211)

JlumoHeHa KucenuHa

Harpues uurtpar

XunronumHOoBO XKBJITO WS orperuten (E104)

IIpeuncrena Boga

6.2 HecbBmMecTHMOCTH

Henpunoxxumo

6.3 Cpok Ha roaHoOCT

3 roguHu

Prometax nepopaiieH pa3TBop TpsOBa ja ce M3M0/3Ba J0 1 Mecell ¢l OTBapsiHe Ha OyTHIIKATa.

6.4 CrnenuanaHu yca10BHs HA CbXpaHeHHe

[a ne ce cexpanssa Hajx 30°C. [la He ce chxpaHsBa B XJIaJWIHUK WM 3aMpPa3sBa.

I[a CC CbXpaHsBa B U3IPABCHO ITOJIOXKCHUC.
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6.5 Buau chabp:kaHue HA ONTAKOBKAaTAa

Bbyrtunka ot tun Il TBMHO CTBKIIO € Kanayka, 3alllUTEHA OT JEIa, C I'bPJI0 3a U3TETISHE U
camou3paBHsBalla ce 3amymaika. bytunka ot 50 ml unu 120 ml. [lepopanuust pa3TBop €
OKOMIUIEKTOBAH ChC CIIPUHIIOBKA 3a 103UpaHe Ha NEpPOpaIHU (POPMH B IIIACTMACOBA LIMJIMHIPUYHA
KyTHS.

6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBbPJIsiHe U padoTa

[IpeanucanoTo KONMUYECTBO PAa3TBOP TPSOBA Jla ce M3TETIIM OT OyTUIIKATa C IpelocTaBeHaTa
CIPHHLOBKA 32 I03UPaHe Ha MepOpaIHU (GOpMH.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/98/092/013

EU/1/98/092/018

9. JATA HA TbPBO PA3ZPEIIIABAHE/IIOJHOBSIBAHE HA PASPEIHIEHUETO 3A

YIIOTPEBA

Hata Ha mepBo pazpemanane: 04 gexemspu 1998 .
[ata Ha mocnenHo momHoBsiBane: 21 mait 2008 T.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[ToxpoOHa nH(popMarlKs 3a TO3M JICKAPCTBEH MPOIYKT € MPeoCTaBeHa Ha yeOcaliTa Ha EBpornerickaTa
areHIw 10 JiekapcTBara https:// www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Prometax 4,6 mg/24 yaca TpaHcaepMaleH IacTHp
Prometax 9,5 mg/24 waca TpancaepMaeH IacTiup
Prometax 13,3 mg/24 yaca TpaHCAEpPMAJICH IUIACTHP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Prometax 4,6 mg/24 yaca TpaHCcAEpMAJIEH [UIACTUD

Bceku Tpancaepmanes miactup ocBoooxkaasa 4,6 mg puBacTUrMuH 3a 24 yaca. Beeku TpancaepmaneH
IWIACTUp OT 5 cm? ChabpKa 9 Mg puBacTUrMuH (rivastigmine).

Prometax 9.5 mg/24 yaca TpaHcAEpMAJIEH [UIACTUD

Bceku Tpancaepmanes miactup ocBoOokaasa 9,5 mg puBacTUrMuH 3a 24 yaca. Beeku TpaHcaepmaneH
wiactup ot 10 cm? chabpka 18 mg pusacTurmus (rivastigmine).

Prometax 13.3 mg/24 yaca TpaHcaeEpMAaJIEH IIACTHUD

Bcexku Tpancaepmanes miactup ocBoooxkaasa 13,3 mg puBacturmuH 3a 24 vaca. Beeku Tpancnepmanen
wiactup ot 15 cm? chabpika 27 mg puBacTurmMuH (rivastigmine).

3a IIBJIHUA COUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TpaHcaepMaleH miacTup

Prometax 4.6 mg/24 yaca TpaHcaEpMaJIEH [IACTUD

Bceku TpancaepmaeH miacTip € TbHbK MaTpUUeH THUI TpaHCAepMalIeH IUIACTHP, ChCTOAL] C€ OT TPU
cios. BeHIITHAaTa MOBBPXHOCT Ha 3aILUTHUS CIIoN € OexxoBa ¢ Haxnuc “Prometax”, “4.6 mg/24 h” u
“AMCX”

Prometax 9.5 mg/24 yaca TpaHcaEpMaJIEH [IACTUD

Bceku TpancaepmaeH miacTip € TbHbK MaTpU4eH THUI TpaHCAEepMalleH IUIACTHP, ChCTOAL] C€ OT TPU
cios. BrHIITHAaTa MOBBPXHOCT Ha 3aILUTHUS CIION € OexxoBa ¢ Haxnuc “Prometax”, “9.5 mg/24 h” u
“BHDI”.

Prometax 13.3 mg/24 yaca TpaHcAEpMaJIEH IIACTHUD

Bceku TpancaepmaieH macTip € TbHbK MaTpUU€eH THUI TpaHCAepMalleH IUIACTHP, ChCTOAL] C€ OT TPU
cios. BrHIITHAaTa MOBBPXHOCT Ha 3aIIMTHUS CIIOM € OexoBa ¢ Haanuc “Prometax”, “13.3 mg/24 h” u
“CNFU”.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU MOKAZAHUS

CuMOTOMAaTHIHO JICYCHHE Ha JIEKa 0 YMEPEHO TeXKKa AJxaiiMepoBa IEMEHITHS.
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4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jledenuero Tp}I6Ba Jla C€ 3all0YHEC U Ia CC CJICAHN OT JICKAp C OIIMT B JUAarHOCTHUKAaTa 1 JICUCHUETO Ha
AJ'II.IXEIﬁMepOBa JCMCHIIUA. HI/IaFHOBaTa TpSI6Ba Aa CC MOCTaBu ChITIACHO CbBPECMCHHUTEC NIPCTIOPHKU.
HO,Z[06H0 Ha BCAKO JICUCHUC, 3alI0YHATO MPU MAUCHTU C JEMCHIIUS, JICHCHUCTO C pPUBACTUTMHH
Tp$16Ba Ja C€ 3all09YHC €ANMHCTBCHO, aKO UMa YOBCK, KOHTO PEAOBHO IIC NPEAOCTaBd U CJICAU
JICYCHHUCTO.

Jlo3upoBka
Tpancaepmannu CxopocTt Ha ocBOOOXKNaBaHe
JIACTUPH HA PUBACTUTMHUH in vivo 3a
24 yaca
Prometax 4,6 mg/24 yaca 4,6 mg
Prometax 9,5 mg/24 yaca 9,5 mg
Prometax 13,3 mg/24 yaca 13,3 mg

Hauanna do3a
JleuenueTo ce 3amnoyera ¢ 4,6 mg/24 yaca.

Ilodovpoicawa doza

AKO Tasu 103a € ¢ 100pa IMOHOCHUMOCT CIIOpe JEKyBaIlus JieKap, cliel MUHUMYM YETHPH CEAMULH
JedeHue, no3ara ot 4,6 mg/24 gaca TpsOBa Aa ce moBulM A0 9,5 mg/24 yaca, npenopbUnUTEIHATA
JHEBHa e)EKTUBHA /1034, C KOSATO TPSIOBa a ce MPOABIIKH I0KATO MAUEHTHT AEMOCTpHpa
TepaneBTHYHA 110J13a.

THosuwasane na dozama

9,5 mg/24 yaca e npenopbUBaHaTa THEBHA €PEKTHUBHA /103, C KOSTO TPsiOBa Jla c€ MPOABIDKU JIOKATO Ce
MAIMEHTHT IEMOCTPUpA TEParleBTHYHA T0J132a. AKO ce MoHacs 100pe U caMo Clie]l MUHUMYM
IIECTMECEYHO JICYCHHUE C J103a OT 9,5 mg/24 vaca, JIEKyBaLIUAIT JIeKap MOXKE J1a OOMHUCIIM TOBHUILIABAHE
Ha fo3ara Jio 13,3 mg/24 Jaca npu MalueHTH, KOUTO JIEMOHCTPHPAT 3HAYUM KOTHUTHBEH criaj (Harp.
HamassiBane Ha MMSE) u/unu dyHkitnoHaneH cnan (Ha 0a3zaTa Ha (hU3MYecKa OlCHKa), TOKAaTo ca Ha
npenopbunTeNHaTa eeKTHBHA THEBHA 7032 OT 9,5 mg/24 vaca (Bk. Touka 5.1).

KnuangHaTta mosza OT pUBaCTUTMUH TPsIOBa IEPUOAMYHO J1a Ce TIpeolieHsBa. TpsadBa chIo 1a ce
0oOMUCIIH ¥ CIpaHe Ha JICYCHUETO, IPH JaHHHU 32 JINIICA Ha TePareBTUIeH e(eKT Py ONTUMATHATA
J103a.

AKO ce Ha0JII01aBaT HeXKENaH! PeaKIUi OT CTOMAITHO-YPEBHUS TPAKT, JICUCHHETO TPSIOBA BPEMEHHO
Jla ce MPEKpaTH JI0 OTIIyMsIBaHE Ha HEXKEIaHUTE peakiuu. JIedeHneTo ¢ TpaHcaepManeH miacTup
MOYXeE J]a Ce 3aI04He OTHOBO ChC ChINATA J[03a, aKO JICYEHUETO HE € MPEKHCBAHO 3a TOBEYE OT TPU
nHU. B mpotuBeH ciyuaii iedueHneTo TpsaOBa ce 3amo4yHe 0THOBO ¢ 4,6 mg/24 yaca.

IIpemunasane om Kkancynu uny nepopanes pasmeop Ha MpaHcOePMAIHy NIACIUPY

B®3 ocHOBa Ha cpaBHUMaTa €KCIIO3ULHA MEKIY MEPOpajIeH U TPaHCAESPMaIeH pUBACTUTMUH (BXK.
TouKa 5.2), MallMeHTHTE, JJeKyBaHH ¢ Prometax xarcynu win nepopaieH pa3TBOp MOrar Ja IpeMHHAT
Ha jiedyeHue ¢ Prometax TpaHcaepManHu IIACTUPH, KAKTO CIIe/Ba!

o [TanmenT, KoUTO MpHeMa 103a OT 3 MgE/IHEBHO MEPOPaICH PUBACTUIMHUH MOXKE Ja TIPEMHHE Ha
jeueHue ¢ 4,6 mg/24 yaca TpaHCAESPMAJIHHU IIACTUPH.

o [TanmeHT, KOMTO MpHEMa 703a 0T 6 ME/THEBHO MEPOpaIeH PUBACTUTMHUH MOJKE 12 IIPeMUHE Ha
nedenue ¢ 4,6 mg/24 yaca TpaHCAESPMATHH TIACTHPH.

o [TanmeHT, KOWTO MpHEeMa MOCTOSIHHA U T0Ope MOHOCKMa 71032 OT 9 mg/THEBHO IepopalieH

PUBACTUTMUH MOJKE Jla IPEeMUHE Ha JieueHue ¢ 9,5 mg/24 yaca TpaHCIepMaTTHU IACTHPH. AKO
nepopajHaTa 103a 0T 9 mg/AHeBHO He e Ouiia MOCTOsIHHA WK J1o0pe ToJIepupaHa, ce
npenopbyBa NpeMUHaBaHe Ha JieueHue ¢ 4,6 mg/24 yaca TpaHCAEPMAIHH TUIACTUPH.

o [ManmenT, kouTo mpuema 03a ot 12 mg/AHEeBHO NepopalieH PUBACTUTMHUH MOXKeE Jla TPEeMUHE Ha
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JeueHue ¢ 9,5 mg/24 Jaca TpaHCIEPMAJIHHU IIACTUPH.
Cren npemuHaBaHe Ha jedyenue ¢ 4,6 mg/24 yaca TpaHCAEpMAaIHU IUIACTHUPY, B CIy4ail 4e ce TIoHacs
Jno0pe ciiel MUHIMAJIEH IEPHOJT Ha JICYSeHUE OT YSTUPU CEAMUIIM, Jo3aTa oT 4,6 mg/24 yaca TpsiOBa Aa

ce yBenuuud Ha 9,5 mg/24 yaca, KOETo € IpenopbyBaHaTa e(heKTHBHA 103a.

HpenoquBa CC IIBPBUAT TPAHCACPMAJICH IUIACTUP Aa CC MPUJIOKHU B ACHSA CJICA MpHEMa Ha
rnocjeAHara nepopaiHa a03a.

CrelnyaiHy MOmyIalin

. [TemnaTpudana momymarust: HaMa croTBeTHa yrmoTpeba Ha Prometax B memuaTpuaHaTa
MOTTyJTAIKs TIPH JICUEHUE Ha OoiecT Ha Amxaiimep.
. [Maruentu ¢ Terno nox 50 kg: Heo6xoauMo € moBHIIEHO BHUMAaHUE IIPY TUTPUPAHE HA J103aTa

IpH MalueHTn ¢ Tero noj 50 kg Hax npenopbunTenHaTa eeKTHBHA 103a OT 9,5 mg/24 vaca
(Bk. Touka 4.4). [Ipu TsIX MOrar Jia ce mojy4aT oBe4e HeXKEIaHH PEaKIMU U € TO-BEPOSTHO
JICYCHUETO Ja ObJIe CHPSHO MOPAIH NOSBATA HA HEKEIIAHN PEaKIInHy.

o YepHoapoOHo yBpexknane: [lopanyu nmoBuieHaTa eKCIO3HLUS PH JIEKO JI0 YMEPEHO 10 TEXKECT
4epHOAPOOHO YBpexaaHe, HaOII0[aBaHa TP MepopaHuTe GOpMHU, TPsSOBa CTPUKTHO Jia ce
cjaeaBaT NPENOPBKUTE 3a TUTPUPAHE B 3aBUCUMOCT OT MHAMBHUAYyaIHaTa IOHOCUMOCT.
[TanmeHTHTE ¢ KIMHUYHO 3HAYUMO YEPHOIPOOHO YBPEKIaHE MOTAT Jia MOJTydYaT MOBeUe
710303aBUCHMH HEKellaH! peakiuu. He ca mpoy4YBaHu MAMEHTH € TEKKO YePHOIPOOHO
yBpexkaane. Heooxoaumo e 0co0eHO BHUMaHKE TP TUTPUPAHETO Ha J103aTa MPHU Te3H
narueHTH (Bx. Touku 4.4 u 5.2).

o Bbwr0Opeuno yepexaane: He e He0O0X0MMMO KOpUTHUpaHe Ha J103aTa MPH MalMEeHTH ¢ 0HOpeyHO
yBpexaaHe (Bk. Touka 5.2).

Hauwnn Ha npuioxeHue

TpaHcaepMaTHUTE TIACTHPH TPSOBA J1a Ce MpHUJIaraT BEeAHBXK JTHEBHO Ha CyXa, YuCTa, 00e3KOCMEHa,
3/IpaBa KOXKa B TOpHATA WJIM JIOJHA YacT Ha T'bp0a, MUITHHUIIATA WK TPJUTE, HA MICTO, KOSTO HAMA
Jla IMa TpHEHe OT MpuJienHany apexu. He ce mpenopbyBa nmpuiiarane Ha TpaHCIEpPMaTHUS IJ1aCTUD B
obmacrtTa Ha O€POTO WM KOpeMa Imopaan HaMajaeHa OMOHAIMYHOCT Ha pPUBACTUTMUH, HaOII0aBaHa
NPY TIOCTABSIHE HA TPAHCSPMAITHUSI TUTACTHP B TE€3W 00JIACTH.

TpaHcAepMaNHUAT TUIACTHP HE TPsIOBa ca ce Mmpuiiara BbpxXy K0oa, KOSTO € 3aU4epPBeHA, Bh3MaICHA WIN
C HapyIlleHa ISUI0CT. 3a Jia Ce HaMaJl JI0 MUHUMYM Bbh3MOXKHUS PUCK OT Bh3IAJICHUE Ha KOXKAaTa,
TpsIOBa ca ce M305ATBa MOBTOPHO TIPHJIaraHe Ha CHIITOTO MECTO 3a IMepuoa oT 14 meHa.

ITanueHTHUTE K 06rpmm;amnﬂ ' nIepcoHal TpflﬁBa Aa moJyvaT HAKOHU Ba’)KHH HHCTPYKIHHA
OTHOCHO NMPUJI0KEHHUETO:

o Bceku neH mnacTupbT OT IPEANIITHAS ISH TPsIOBa /1a ce OTCTPAHU MPENIH J1a C€ TIOCTaBH HOBUST
(Bx. Touka 4.9).

. IInmactupsT TpssOBa 1a ce 3aMeHH ¢ ApYT ciiex 24 daca. BEB BceKH MOMEHT TpsiOBa Ja c€ HOCH
caMo Mo eJuH macTup (BX. Touka 4.9).

o [TnactupbT TpsIOBA Aa Ce MPUTHUCHE 3/IPaBO HAOMY B IMIPOABIKEHHE Ha TIoHe 30 CeKyH/IH, KaTo ce
W3M0JI3Ba JTaHTa Ha pbKara, JOKaTO BIIIMTE 3aJerHar Joope.

. AKO TUTacTUPBT MajHe, TPSIOBa Aa Ce IOCTABH HOB 3a OCTaThKa OT JCHsI, KOMTO J1a Ce 3aMEHHU C HOB

B 00MYAHHOTO BpPEMC Ha CJICABalIus ICH.
HJIaCTI/Ip’I)T MOJKE a C€ M3I10JI3Ba B €KCIHEBUCTO, BKIIFOUUTEIIHO IIPU KBIIAHE U T'OPEIIO BPpEME.

. [TmacTupsT He TpsAOBaA Aa ce W3jara Ha BHHIIHM M3TOYHHUIIM Ha TOTUTMHA (HAIp. IPEKOMEPHO
W3JaraHe Ha CII'bHIIE, CayHH, COJIAPUYMH) 33 IPOABIDKUTENICH IEPHOLL OT BPEME.
. [TnactupbT He TPsIOBa Aa ce peke Ha mapyera.
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4.3 IIpoTuBOMOKA3AHUA

CBpPBXUYBCTBUTETHOCT KbM aKTHBHOTO BEIIECTBO PUBACTUTMHH, KbM JAPYTH KapOaMaTHU IPOU3BOTHU
WM KbM HSIKOE OT IIOMOIITHHUTE BEIIECTBA, M30POCHU B TOUKA O.1.

[penmecTamnia aHaMHe3a 32 peaKkIMy Ha MSCTOTO HA MPHIIOKEHHE, HACOYBAIIN KbM aJlepruieH
KOHTaKTEH JIEPMATHT KbM PUBACTUTMUH TUTaCTUP (BXK. Touka 4.4).

4.4 ChenuajaHu npeaynpeskaeHus: U NpeANa3sHl MePKH IPH ynoTpeda
UYecroTaTa U TEXKECTTAa HA HEXKENAHUTE PEAKLUK OOMKHOBEHO HapacTBa P I10-BUCOKUTE JI03H,
0c00EHO IpH MPOMSIHA Ha JO3HUTE. AKO JICUCHHETO ce NMPEKbCHE 3a II0OBeYe OT TPH JHH, TO TPAOBa 1a

ce 3armoyHe OTHOBO ¢ 4,6 mg/24 yaca.

HeHDaBI/IHHO OpujIarade Ha JICKAPCTBCHUA IIPOAYKT M I'PCIIKH ITPHU JO3HUPAHETO, BOACIITH 10
npeao3upaHe

HempasmiHoTo npuiarane Ha JIEKapCTBEHHS MPOAYKT U TPEIIKHATE TIPH T03UpaHeTo Ha Prometax
TpaHCIepMaJleH IUIACTUP BOISAT O CEPUO3HU HEXKEIaHN PEeaKINK; IPH HAKOH CIy4yau ce € Hajaraia
XOCHHUTAIHU3ALMS U PAIKO CE€ € CTUTaJIo 10 JieTaleH u3xol (BxkK. Touka 4.9). [loeuero ciyuaun Ha
HENPaBUIIHO NpUJIaraHe Ha JEKapCTBEHU MPOIYKT U TPEIIKH MPH JO3UPAHETO My Ca CBBP3aHU C
HEMaxaHe Ha CTapus IUIaCTHP IPU MOCTAaBIHETO HAa HOBUS M HOCEHE Ha TI0BEYE OT €UH IJIACTUD 10
€IHO U cbo Bpeme. [lanmentuTe n 00rprkBalys ' IepcoHal TpsiOBa MOIydaT BaXKHU HHCTPYKLMH
OTHOCHO IpuiIaraneTo Ha Prometax TpaHcnepMaiieH miactup (BX. Touka 4.2).

CTOMaH.IHO—‘lDeBHI/I HapyIICHUA

CroManrHo-4peBHH HAPYIICHUS KaTo rajicHe, MOBPBIIAHE U JUAPHS, ca JO303aBHCUMHU, U MOXKE J1a
HACTBIIAT Hakl-Beye MPH 3a0YBaHe Ha JICUCHUETO W/WJIH MOBHUILIABaHE Ha jgo3arta (Bk. Touka 4.8). Te3u
HEKEJIaHW PEaKIN Bb3HUKBAT HAl-4eCTO NpH keHU. [Ipy manueHTH, KOUTo MmoKa3BaT MPU3HAIH U
CHUMIITOMH Ha JEXUJ[PATAINsl, B PE3YJITAT HA MPOIBIKUTEITHO TIOBPBINAHE WIIH JIUAPHs, MOXKE JIa ce
npenprueMaT HHTPAaBeHO3H! BIMBAaHUS, HAMaJIsIBaHE Ha JI03aTa WX CIIUPAaHE Ha TeparnusiTa, ako
OBIIaT OTKPUTH U JIEKYBaHU HaBpeMe. [lexuapaTanusara MOXKe J1a JIOBEE IO CEPUO3HH ITOCIICICTBYSL.

3ary0a Ha Terio

[Ipu manmenTHTe ¢ OostecT Ha AnxaiiMep MOXe J1a C€ TOHMKY TETJIOTO NPY PUEM Ha HHXHOUTOPH
Ha XOJIMHECTepa3aTa, BKIIIOYUTENTHO puBacTUrMuH. [1o Bpeme Ha neuennero ¢ Prometax
TpaHCIEPMaIHH IUIACTUPH TPSIOBA Ja Ce CIIEAH TETJI0TO Ha MAIMeHTa.

bpanukapaus

Yaemxen QT uHTEpBal, OTYCTEH HA EIEKTPOKApIUOrpaMa, MOXKE J1a Bb3HUKHE MPH MAIUCHTH,
JICKyBaHU C OINPENICICHH JICKAPCTBEHH MPOYKTH HHXUOUTOPH Ha XOJIMHECTEPa3aTa, BKIIFOUUTEITHO
pPUBACTUTMUH. PUBACTUTMUH MOKE JIa MPUYUHH OpauKap/Ivsi, KOETO € pUCKOB (aKTOp 32 Bh3HUKBAHE
Ha torsade de pointes, NpeIMMHO TIPH MAIIMEHTH € IPYTU puckoBu daktopu. [Ipenopbusa ce
MOBHIIIEHO BHUMAaHUE MPU MAIUSHTH ¢ Be4e ChIECTBYBaIIO yubkaBaHe Ha QT naTepBana umm ¢
(hamuiiHa aHamMHe3a 3a yabbkeH QT uHTepBajl, WM MPH MAIMSHTH C MO-BUCOK PHCK 3a pa3BUTHE Ha
torsade de pointes, HapuMep TaKKMBa C IEKOMIIEHCUPaHa ChpJieuHa HEJI0OCTATHYHOCT, CKOPOIIIEH
MUOKapJieH HH(DAPKT, OpauapuTMHS U CKIIOHHOCT KbM XUTTOKAIUEMUS WIIU XUTTOMAarHE3UEMUs], WITH
MIPUEMAIIH 110 CHIIOTO BPeMe JICKapCTBEHU MPOYKTH, 32 KOUTO CE 3Hae, Y€ MPETU3BUKBAT
ynbmkaane Ha QT uHTEpBana u/umm torsade de pointes. Moxe ChIIIO Jla c€ HATIOKH KIMHATHO
npocienssane (EKI) (Bx. Touku 4.5 u 4.8).
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AQYFI/I HCXCJIaHU PECAKIIUU

TpH6Ba Ja C€ BHUMaBa IIpyu NpeANMCBAHC Ha Prometax TpaHCACPpMAJIHU TJIACTUPH:

o IPH MAIMEHTH ChC CHHAPOMA Ha OOJTHHS CHHYCOB BB3€JI MJIM HapYIICHHUs Ha IPOBOAMMOCTTA
(cunyatpuaieH OJIOK, aTpUOBEHTPUKYIapeH O0JI0K) (BK. Touka 4.8);
o MIPY NALUEHTH C aKTUBHA CTOMAILIHA WK TyOACHAIHA SA3Ba WIK MallUEHTU C MPEJUCIIO3ULINS 3a

TE3N 3a6OH$IBaHI/I$I, TBH KaTo PUBACTUTMUH MOXKE Aa MPUYNHHA IMOBUIICHUEC HAa CCKPEIUATA HA
COJIHA KHCEJIMHA B cTOMaxa (Bk. Touka 4.8);

° [P TAITUEHTH ¢ MPEANCTIOZMUIHS KbM OOCTPYKITHS Ha MUKOYHUTE MIHTUINA U TPUIAIBIIN,
XOJMHEPTHYHUTE BEIIeCTBa MOTAT J1a MHIYIIMPAT WK J]a IOBEAAT JI0 eK3alepOaliys Ha Te3u
3a00JISIBaHUS;

. MIpY MAIUEHTHUTE C aHAMHE3a 32 aCTMa WIIA OOCTPYKTUBHO OeNoIpoOHO 3a00sBaHe.

Koxnan PCaKnMy Ha MACTOTO HAa NPUIIOKCHHEC

[pu npuarane Ha PUBACTUTMHH TUIACTUP MOXeE J]a Bh3HUKHAT KOKHH PEAaKIIMU Ha MSICTOTO Ha
NPUIIOKEHUE U OOMKHOBEHO Ca JIEKW MM YMEPEHH 110 TexecT. [larmenTrre 1 00rprKBOIIHS TH
TIepCOHaJ TpsIOBa 11a ObIaT BHUMATEITHO HHCTPYKTHPAHH 32 TOBA.

Te3n pCaKknun HE Ca CaMU I10 cebe cu IMPpU3HAK Ha aJICprusupaHe. Bce Iak, yHOTpGGaTa Ha
PUBACTUTMUH IUIACTHUP MOXKE Jia JOBCJC 10 aJICPruiCH KOHTAKTCH ACPMATHUT.

AJnepruveH KOHTAKTEH JIEPMATHT TPsOBa Ja ce MoI03Mpa, KO PEaKIUATA Ha MICTOTO Ha MPHUIIOKEHHUE
€ pa3npocTpaHeHa W3BHH IPaHHIIMTE Ha IIACTHPA, AKO UMa JJAHHU 32 MO-WHTEH3WBHA JIOKATHA
peakuus (Harp. yBeJIM4aBail] Ce epPUTEM, €IeM, MaITyJIH, BE3UKYJIN) ¥ aKO CHMIITOMUTE HE Ce
TIOBJIMSBAT 3HAYUTEITHO B paMKUTE Ha 48 yaca ciie/] mpeMaxBaHe Ha riactupa. B te3u cirydan
JICYCHUETO TPsAOBa J1a ce crpe (Bxk. Touka 4.3).

[lanmenTHTe, IPU KOUTO CE PA3BHUAT PEAKIIUN HA MSCTOTO HA MPUIIOKEHHE, HACOYBAIIN KbM
ajepruyeH KOHTaKTEeH JIEPMATUT KbM PUBACTHTMUH IDIACTUP W KOUTO BCE OIIE C€ HYKIASAT OT JICUCHHE
C PUBaCTUTMUH, CJIC/I OTPUIIATEIICH TECT 3a aJieprysl U TOJ CTPOT MEIUITMHCKU KOHTPOJI, TpIOBa 1a
MIPEMHUHAT KbM TIEPOPAITHO JIEYCHNE C PUBACTUTMHUH. BB3MOKHO € HAKOW MallMeHTH, TyBCTBUTEITHN
KbM PHBACTUTMHUH IIPY €KCIIO3UIHA HA pUBACTUTMUH IUIACTHP, 1a HE MOTaT /Ia IpueMaT pUBACTUTMUH
101 KaKBaToO U J1a € popma.

Vma peiku TOCTMApKETHHTOBH ChOOIICHHS 32 MAI[MEHTH, IPU KOUTO ¢ HAOJII0JaBaH ajlepriuycH
JePMATHT (IMCEMUHHUPAH), CJIe]] PUIOKCHNE HA PUBACTUTMHUH, HE3aBHCUMO OT HAYMHA Ha
npuiokeHue (epopajieH, TpancaepMaieH). B Te3u ciaydau JieueHHeTo TpsOBa a ce nmpekpaTH (BiK.
Touka 4.3).

Jpyry npeaynpexacHus U Tpearna3Hu MepKu

PuBacTurMuH MOXeE 1a JJOBEAE 10 eK3arepOaIyst Wiy 1a MPeAN3BUKa CKCTPATHPaMUATHN CAMIITOMH.

Cren pabota ¢ Prometax TpancaepMaiHU IIACTUPH TPsIOBa Aa ce N30srBa KOHTAKT C OYHTE (BXK.
Touka 5.3). Ppuere TpsiOBa 1a ce MUSIT ChC CallyH U BOAA Clie/l OTCTpaHsIBaHEe Ha IulacTupa. B cinyyaii
Ha KOHTAKT C O4YUTE WIK aKO OUMUTE CE 3a4epBsT ciel] padoTa ¢ IUIacTUpa, I’ U3MUIATE BeJHara ¢
OOMIJIHO KOJIMYECTBO BOJA U MOTHPCETE JEKapCcKa IMOMOIL, aKO CHMITOMHTE HE OTIIYMSIT.

CrernyanHy MOIyJIAIHNA

. [Ipu narmueHTHTe ¢ TeAeCHO Terio nmoa 50 kg Moxke 11a ce MOSIBAT IMOBeYe HEXKEIaHH PEaKIUK U €
MO-BEPOSATHO JIa TIPEYCTAHOBST JICUSHUETO MIOPaIU HEXKEIIaH! peakiuu (BK. ToUka 4.2).
BrauMatenHo TuTpHpaiiTe U IpocieaeTe Te3U MalMeHTH 32 MOsIBa Ha HeKeNaH! peakiuu (Harp.
MIPEKOMEPHO TaJICHE WM MOBPBIAHE) U OOMHUCIIETE HaMallIBaHE Ha IO IbPIKaIaTa J103a 110
4,6 mg/24 daca TpaHCIEepMaJieH IJIACTUP MPU MOsABa Ha TAKWBA HEXXEJIaHU PEAKIUH.
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o YeproapoOHo yBpexnaHe: [Ipy mauueHTUTE ¢ KIIMHUYHO-3HAYUMO YEPHOIPOOHO yBpEeXKIaHe
MOJKE J1a ce MOSIBSIT [10BEYE HEXKENaHU peakuuu. Tpsa0dBa CTPUKTHO J1a ce CIa3BaT IPErOpPbKUTE
3a TUTpUpaHE Ha J03aTa B 3aBUCUMOCT OT MHIMBUIyalHaTa HoHOocuMocT. He ca mpoyuBaHu
MAIMEHTH C TEXKO YepHOAPOOHO yBpexaane. HeoOxoanmo e ocodeHo BHUMaHUE MPH
TUTPUPAHETO HA J103aTa IPH TE3U MalUeHTH (BX. ToUkH 4.2 1 5.2).

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU MPOAYKTH U APYrd (popMu HA B3anMoelicTBUE

He ca MMPOBCKAAHU CHCI_[I/I(l)I/I"IHI/I Ipoy4BaHUA 3a BBaI/IMO)_'[ef/iCTBI/IHTa ¢ Prometax TpaHCACpMaJIHA
IJ1aCTUPHU.

Karo xonunecrepaseH HHXMOMTOP PUBACTUIMHH MOXKE /14 YCHIIM €(DEKTUTE Ha MyCKYJIHUTE
peiIakKCaHTH OT CYKIIMHUIXOJIMHOB THUII 10 BPpEME Ha aHCCTC3H . HpenoquBa C€ ITOBUIIICHO BHUMAaHUEC
npu n30opa Ha cpencTBaTa 3a aHecte3us. [Ipu HeoOXOIUMOCT MOXKe J1a ce OOMHUCITHA Bh3MOXKHO
KOpPHUTHpaHe Ha ]03aTa WM BPEMEHHO CIIUPAHE Ha JICUCHUETO.

B®B BpB3Ka ¢ papMakoguHAMUYHNATE €(DEKTH U BB3MOXKHHU 100aBbUHU €(DeKTH, PUBACTUTMHH HE
TpsiOBa J1a ce 1aBa 3aeIHO C APYTH XOJMHOMHUMETHYHHM BEILECTBA. PUBACTUrMUH MOXKeE Jia MTOBIHsIE
JEHCTBUETO HA AHTUXOJMHEPTUUHUTE JIEKAPCTBEHU IIPOYKTH (HAIpP. OKCUOYTHHUH, TOJITEPOIUH).

[Tpu ceBMecTHA yrioTpeba Ha pa3nudHu Oeta 0JIOKepH (BKIFOUYUTEITHO aTEHOJIO0N) H PUBACTUTMUH CE
CchOOIIaBaT 100aBbYHY e(heKTH BOACIIH 10 Opaaukapaus (KOATO MOXeE Ja JOBEJIE 10 CHHKOI).
OuakBa ce ChbpAEYHO-CHAOBUTE OeTa O10KepH J1a ObAaT CBBP3aHU C TIO-TOJISIM PHUCK, HO UM TIOJTY4YEeHH
CHOOIIEHHUS U OT MALMEHTH, U3I0JI3BaIy Apyru Oeta Onokepu. [lopaau Tasu npuyrHa € HEOOXOAUMO
MOBHIIIEHO BHUMAaHUE TIPH MIPHJIaraHe Ha pUBACTUTMUH ¢ OeTa OJIOKEpU U IPYTH CPEJICTBA, BOJCIIH JI0
Opamukapaus (Hamp. kiac [l anTmapuTMUYHE CpeIcTBa, KAIIMEBA aHTATOHUCTH, TUTUTAIHCOBH
TJIMKO3MTH, MJIOKAPITHH).

Toit kKaTO OpaguKapAusATa MPeACTaBIsIBa PUCKOB (PakTop 3a pa3BUTUE HA forsades de pointes,
KOMOWHHMPAHETO Ha PUBACTUTMHUH C JIEKAPCTBEHU TPOYKTH, KOUTO MOTAT Ja MPEU3BUKAT
ynbmkaane Ha QT uHTepBana wiu torsades de pointes, KaTo HAIpUMEP aHTHIICUXOTHUIIH, HATIP HAKOH
(denoTnazuHM (XJIOpIPOMa3HH, JEBOMEIPOMa3HH), OeH3aMUaN (CYIITUPHUL, CYITONPUI, AMUCYIIIPHUL,
THATIPU]I, BEPATUIIPHU]T), TUMO3UI, XaTOTEPHION, APOTIEPUION, IU3APIIH/I, IUTATIONpaM, TUQeMaHuII,
EPUTPOMHUIIUH 1.V., Xao()aHTPUH, MU30JIaCTHH, META/I0H, ICHTAMHUIUH U MOKCU(IIOKCAILIMH, TPsOBa 1a
CTaBa IIPY TTOBHUIIEHO BHUMAHHUE, KaTO MOXKeE J1a C€ HAIOXKH U KIMHUYHO MoHuTOpupane (EKT).

He e nabnronaBaHo ¢papMakOKHHETHYHO B3aMMOJIEHCTBUE MEXIY NIEpOpalieH PUBACTUTMHUH U
JIUTOKCHH, BapdapuH, AuazenaM win GJIyoKCeTHH IPH MPOYUBAHUS ChC 3APaBH JOOPOBOIILIH.
[ToBunieHneTo Ha MPOTPOMOMHOBOTO BPEME, MPETU3IBUKAHO OT BapapuH, HE CE MOBIUSIBA OT
NPUIIOKEHUETO Ha puBacTUTMUH. He ca HaOmojaBann Hexenanu eeKTH BbpXY ChpecyHaTa

MIPOBOAUMOCT CJIeJl CbBMECTHOTO MPHIIOKEHNE Ha MepOpajieH pUBACTUTMUH U TUTOKCHH.

ChIbTCTBALIOTO NPHIIOKEHHE HA PUBACTUTMHH C YECTO MPEANKUCBAHH JIEKAPCTBEHH MPOAYKTH KaToO
AQHTUALU/IU, AaHTUEMETHIIH, aHTHIMA0CTHH CPEJICTBA, ICHTPAITHO-ICHCTBAIN AaHTHXHUIIEPTCH3UBHA
CpeJICTBa, KaJlINeBU aHTAarOHUCTH, HHOTPOITHH CPEZCTBA, IPOTHBOMCXEMHYHH, HECTEPOUTHU
MPOTHBOBB3MAIHUTEIHU CPEJICTBA, €CTPOTCHH, aHANTETHIN, OCH30IMa3EeTUHNA U aHTUXHCTAMHHH, HE €
CBBP3aHO C MPOMSHA HA KHHETHKATa Ha PUBACTUTMHH HJIM C TIOBUILIEH PUCK OT KIMHUYHO 3HAYHMHU
HeOJIaronpusaTHA €PeKTH.

CpbriacHo JAaHHUTC 3a MeTaboau3Ma Ha PUBACTUTMHUH METa0OJIUTHUTE B3aPIMO,Z[efICTBHH C Apyru

JIEKapCTBEHHU MPOAYKTH M3TJIEKIAT MAJIKO BEPOATHH, BBIIPEKH Ue TOH MOXKe J1a HHXHOupa
MEIMUPaHUsl OT OyTHPIIIXOJIMHECTEpa3aTa METa0O0IM3bM Ha JAPYTH BEIICCTBA.
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4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

BpemenHoct

[Ipu OpeMeHHU )KUBOTHHM PUBACTUTMUH W/WIH METaOOJIUTUTE IPEMUHABAT Tpe3 IuianeHTaTa. He e
M3BECTHO JJAJIA TOBA CE CIy4Ba W MPH XopaTa. HiMa KIMHUYHY JaHHU 32 CIIy4ad Ha €KCIIO3UIUS IPU
OopemenHoct. [Ipu nepu-/mocTHATANIHU MPOYYBAHMS NPH ITHXO0BE ce HAOII01aBa YBETUUEHIE Ha
TeCTAIIMOHHOTO BpeMe. PuBacTurMuH He TpsiOBa J1a ce M3MO0I3Ba P OPEMEHHOCT, OCBEH B CITyYaid Ha
KaTeropuyHa HEOOXO0IUMOCT.

Kspmene

HpI/I JKUBOTHH pUBACTUIMHUH CC CKCKPCTHUPA B MIIAKOTO. Hee HU3BCCTHO, AaJIM PUBACTUTMHUH CC
CCKPCTHpPA B KbpMarTa. 3aroBa *KCHUTE Ha JICUCHHUE C PUBACTUTMUH HC TpH6Ba Aa KbpMHAT.

depTunurer

Hsma nabmionaBanu Hexxenanu eheKTH Ha pUBACTUTMUH BHPXY (QEPTHIIUTETA WM PEIPOAYKTHBHATA
CIOCOOHOCT MpH TTBX0BE (BXK. Touka 5.3). EQexTure Ha puBaCTUTrMUH BHPXY (EpTHIIUTETA IIPH XOPa
Ca HEU3BECTHH.

4.7 EdexTH BbpPXYy cCI0COOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHH

BonecTra Ha AnxaiiMep Moke J1a IPUYWHU TTOCTETICHHO HapyIliaBaHe Ha CIIOCOOHOCTTA 3a IodupaHe
WM J1a KOMIIPOMETHPA CIIOcOOHOCTTa 32 paboTa ¢ MmamuHA. OCBEH TOBa pUBACTHTMUH MOJKE Ja
MIPUYUHYA CUHKON WJTU IETUPUYM. B pe3ynrar Ha TOBa pUBACTHTMUH MOBJIHSIBA B MaJIKa WU B
yMepeHa CTeIeH CrocoOHOCTTa 3a modupaHe u padora ¢ mamuHu. ClaeI0BaTeIHO, IPU NAIIMEHTUTE C
JIEMEHIIHSI, KOUTO Ca Ha JICYCHHE C PUBACTUTMUH, CIIOCOOHOCTTA J1a IPOIBJDKAT JIa MOPUPAT HITH
paboTAT ChC CIOKHU MAaIIMHU, TPSIOBA PEIOBHO JIa ce Mo/jiara Ha OlleHKa OT JISKYBAIHsI JeKap.

4.8 Hexeqanu JjeKkapcTBeHH peakuuu

O060011eHre Ha Tpoduiia Ha 0€30IIaCHOCT

Kok peakipm Ha MSICTOTO Ha TIPUIIOJKEHHE (OOMKHOBEHO JIEK 0 yMEPEH epUTEM Ha MSICTOTO Ha
NPUIOKEHHE), ca Hall-ueCcTUTe HeXKENaH! peaKkiny, HaboAaBaHy pu yrnorpebda Ha Prometax
TpaHcaepMaieH miactup. CrneaBamuTe Hal-4eCTH HeXXeJlaH! PeakIlni ca CTOMAIIHO-YPEBHH U
BKJIFOYBAT TajIcHE U MOBPBIIAHE.

Hexenanute peakiuu B Tabmuia 1 ca u3dpoenu coriacHo MedDRA — 1o crcTteMo-OpraHHu Ki1acoBe
¥ 110 4yecToTa. KaTeropuure 4ecTOTH ce ONpPEACNIAT ChINIACHO CIICHATA KOHBEHIHMS: MHOTO YECTH

(> 1/10); wectu (> 1/100 mo < 1/10); veuectu (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 xo

< 1/1 000); mHOTO peaku (< 1/10 000); c Hen3BecTHA YecToTa (OT HATMYHUTE JIAHHH HE MOKe Jia ObJie
HaIpaBeHa OICHKA).

Tabnnumo OpeacCTaBAHC Ha HEXKCIIAHUTC PCAKIINN

Tabnuia 1 moka3Ba HeXeTaHNUTE Peakiuy, choOIeHr npu 1 670 nanueHTH ¢ AnmxaiMepoBa JEMEHITHS,
JIEKyBaHH B PAaHIOMH3UPAHH, TBOWHOCIICITH, IIare00- ¥ aKTHBHO KOHTPOJIUPAHN KITMHIIHH
nmpoyuBaHus ¢ Prometax TpaHcaepMaiHH INTACTHPH C IPOXBIDKATEITHOCT 24-48 ceMUIH 1 TIpe3
MOCTMAPKETUHTOBUSI IEPUOJI.

Taoauna 1

Nndexnnn n uHpecTanun
Yectu WHdexnys Ha MMKOYHATa CHCTEMa
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Hapyumiennst Ha MeTa00JIM3Ma U XPaHEHETO
Yectn AHOpeKcHs, HaMaJeH aleTuT
Heuectu Hexunparanus
IlcuxuyHM HApYIIeHUs
Yecrtu TpeBoxkHOCT, Aenpecus, ASTUPUYM, AXKUTUPAHOCT
Heuectn Arpecust
C HensBecTHA XaronuHaH, 0e31MOKONCTBO, KOIITMapH
YecToTa
Hapyumienusi Ha HepBHaTa cUcTeMa
Yectn I'naBoOoJIME, CHHKOII, 3aMassHOCT
Heuectu ITcuxoMoTOpHA XUTIEPAKTUBHOCT
MHoro peaxu Excrpanupamuiau cuMrroMu
C HeusBecTHa Brnomasane Ha 6onectra Ha [lapKUHCOH, THPUYOBE, TPEMOP, CHHIMBOCT,
YecToTa IIEBPOTOTOHYC (,,Pisa™ cuHApOM)
Chbpaeynn HapymeHHust
Heuectn Bpaguxapaus
C HeusBecTHa ATpHOBEHTpUKYIapeH OJOK, MPEIChPAHO MBKICHE, TAXUKAPIUS,
YecToTa CHUHIPOM Ha OOJHHSI CHHYCOB BB3€I
CbaoBu HapyLeHust
C HeusBecTHa XunepToHust
YecToTa
CToMAIIHO-YPEeBHU HAPYIIEHUS
Yectn l'anene, moBpbILaHe, AUapUs, JUCIIEIICHS, KOPEMHA 0OJIKa
Heuectu SI3Ba Ha cromaxa
C HemsBecTHA [Tarkpeatut
YecToTa
XenaToouauapHu HApyIIeHUsA
C HemsBecTHa XenatuT, NOBUIICHH YepHOAPOOHH (YHKIIMOHAIHU ITOKa3aTeIH
YecToTa
Hapyumienusi Ha K0KaTa M MOAKOKHATA ThbKaH
Yectu O6puB
C HemsBecTHa [pypuryc, epureM, ypTUKapusi, MEXYpH, alepruieH IepMaTUT
YeCcToTa (mrcemMuHMpaH)
Hapyumennst Ha 0bOpelUTe M MUKOYHUTE MHTHINA
Yecrtu YprHapHa UHKOHTUHEHIIUS
OO0mm HapymieHusi M e)eKTH HA MSICTOTO HA NPHJIOKEHHe
Yectn Peaknuu Ha MSICTOTO Ha MPIJIOKEHUE HA KOXKaTa (HAIp. EpUTEM Ha
MSICTOTO Ha IPUIIOKEHHE™, IPypUTYC HA MSICTOTO Ha MPUIIOKEHUE™,
€/1eM Ha MSICTOTO Ha MPUIIOKEHNUE™®, IepMaTHT Ha MSICTOTO Ha
MIPUIOKEHUE, Bb3MAJICHUE Ha MACTOTO Ha MPUIIOKEHUE ), ChCTOSIHUS HA
acTeHus (Hamp. yMopa, aCTeHUS ), MTUPEKCHS, TTOHIKEHO TErJI0
Penkn [Tpunagsk

*B 24-cemMUYHO KOHTPOJIMPAHO MPOYIBAHE IIPH MAIMEHTH OT SIIOHCKH ITPOM3XO0J], CPUTEM Ha
MSICTOTO Ha IPUJIOKEHHE, €IeM Ha MSICTOTO Ha MPIIOKEHUE U IMIPYPUTYC HA MSACTOTO Ha MPUIIOKEHHE
ca ChOOIIeHN KaTo “MHOTO 4eCTH .

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

B criomenaToTo no-rope mianeb0-KOHTPOIUPaHO MTPOyYBaHe, MPH yrnoTpeda Ha MO-BUCOKH JI03U OT
13,3 mg/24 yaca, He)KeJIaHUTE PEaKIUK KaTo 0€3ChHUE U Chp/CUHA HEIOCTAThYHOCT, Ca Ha0JII0JaBaHU
[0-4E€CTO OTKOJIKOTO IpH yroTpebaTa Ha 13,3 mg/24 yaca niu miamnebo, KOeTo mpearnoiara
HAJIMYUETO Ha B3aMOBPBH3Ka J103a-epekT. Bce mak Te3u peakiuy He HACTHIIBAT C IMO-TOJIIMa Y€CTOTa
npu Prometax 13,3 mg/24 yaca B cpaBHEHHE ¢ IU1a1€00.
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Crenmaute HeXelaHW PEeaKIUK ca HaOI0AaBaHu caMo pH Prometax Karcyiu U nepopalieH pa3TBop,
HO HE Y TP KIIMHAYHH TIPOYyYBaHus ¢ Prometax TpaHCIepMalTHH IIACTHPH: HEPA3IOJI0KEHOCT,
00BPKaHOCT, MOBUIIICHO U3MOTIBaHEe (U€CTO), 3Ba HA JBAHAICCETONPHCTHUKA, HICXEMUYHA 0OOJIeCT Ha
ChPIETO (PAIKO); TaCTPO-MHTECTHHAITHO KbPBEHE (MHOTO PSIIKO); U HAKOH CITyYau Ha TEKKO
MOBPBIIAHE Ca CBBP3aHU C PYIITYpa Ha XPAaHOMPOBO/IA (C HEM3BECTHA YECTOTA).

Jlpasuene na koxcama

B nmBoitHOCTETIN, KOHTPOIMPAHU KIIMHAYHHA U3ITATBAHUS PEAKIIMATE Ha MSCTOTO Ha IPHIIOKEHHE ca
OMIIM TIpEVIMHO JIEKH 0 YMEPEHO M3pa3eHU 1o TekecT. UecToTara Ha KOXKHUTE PEAKIMH Ha MSICTOTO Ha
MIPUIIOKEHUE, JIOBEITH JI0 IPEyCTaHOBSIBAaHE Ha JICUCHUETO, ¢ Omna <2,3% npu malueHTuTe, JICKyBaHu C
Prometax tpancnepmannau mnactupu. YecToTara Ha KOXKHUTE PEAKIIUHM HA MACTOTO Ha TIPUIIOKEHUE,
JIOBEJIH JI0 TIPEYCTaHOBABAHE Ha JIEYEHUETO, € OMIa MO-BUCOKA B a3uaTcKara nomyianus - ¢ 4,9% u
8,4% CHOTBETHO B KUTANCKATa U AMIOHCKATA MOIYIaLKs.

B nBe 24-cenqMudHN TBOWHOCIIETIH, TUTAIIE00-KOHTPOINPAHHN M3IMUTBAHNS, KOXKHATE PEAKIINN ca OMITH
M3MEpBaHM IIPY BCSKA BI3UTA C TIOMOIITA HA CKajla 3a CTETNeHTa Ha apa3Hene. [Ipu nammenTture,
JIeKyBaHH ¢ Prometax TpaHcaepMaiHy TUIACTHPH, IPA3HEHETO Ha KOXKaTa € OMIIO0 PEAHMMHO
HE3HAYUTETHO WM JIEKO IO TeXecT. J[pa3HeHeTo e OUIo OleHEeHO KaTo TeXKO mpu <2,2% ot
MAITUCHTUTE B TE3U MPOYYBaHUS U TIpH <3,7% OT MaIMeHTuTe, JeKyBaHu ¢ Prometax Tpancmepmamau
IDTACTUPH B €THO MIPOYYBAHE TIPH ATIOHITH.

Cpo011aBane Ha NOJO3UPAHU HEXKEIAHU DEAKIIHU

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIE]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. ToBa IMO3BOJIsBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICIIMAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
[0I03UPaHa HeXKETaHa PeaKiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane
CumnromMu

[ToBeueTro cnyuyaun Ha CITy4alfHO MTPEIO3UPAHE C IEPOPaAJICH PUBACTUTMUH HE Ca CBBbP3aHU C KIIMHUYHU
NPU3HAIM U CHMIITOMH U TIOYTH BCUYKH 3aCETHATH MAMEHTH TPOIBbIKABAT JICUSHUETO C
pUBacTUTMUH 24 Yaca cjea Mpeao3upaHeTo.

Cro0111aBanu ca Cily4au Ha XOJUHEPTUYHA TOKCHYHOCT ChC CUMIITOMH, KOUTO C€ HAa0JII0JaBatT pu
YMEPEHO MYCKapUHOBO OTPABSHE KaTO MHO3a, 324EpPBABAHE HA JUIIETO, XPAHOCMUJIATEIIHU HAPYILICHHUS,
BKITIOUHUTEITHO KOpEMHA O0JIKa, TaJicHe, IOBPBIIAHE U AUapUs, Opaaukapaus, OpOHXoCHa3bM U
TIOBHUIIIEHA OpOHXHUATHA CEKPEIINs, XUTIEPXHUP03a, HEBOIHO YpUHHUPaHe W/iiH AedeKanys, JaKpuManms,
XHUIIOTOHHSA U TIOBHUILIEHO CIFOHOOTIEIISTHE.

B mo-TexkuTe citydau Morat Jia ce MosIBIT ¥ HHKOTUHOBU €(PEKTH KaTO MyCKYJIHA ClIabocCT,
(hacTKymaIum, ThPUYOBE U PECTIMPATOPEH APECT, C BB3MOKEH JIETAJIeH H3XO/I.

OcBeH TOBa MMa NOCTMAPKETHHIOBH CIIydau Ha 3aMastHOCT, TPEMOp, I11aBo00JIMe, CHbHIUBOCT,
00BPKAHOCT, XMIIEPTOHUS, XAJIOLMHALIMY U 001110 Hepa3nosoxeHue. I1o Bpeme Ha
MOCTMAPKETUHTOBUSI IEPUOJL U PSIIKO B KIIMHUYHUTE W3MUTBAHUS ca ChOOIIaBaHH CIIydau Ha
npenosupane ¢ Prometax TpaHcaepMaliHU IUTACTUPH B PE3yNTaT Ha TPELIKH MPU
ynoTpebara/no3upanero (Ipujiarade Ha MoBeye OT €AHH IUIACTUP MO €IHO U CHIIO BpeMe).

Jleuenne
Toit KaTO pUBACTUTMHH UMa TUIa3MEH TOY>KUBOT OT OKOJIO 3,4 Yaca U MPOIBDKATEITHOCT Ha

I/IHXI/I6I/IpaHe Ha allCTWIXOJMHECTEPa3aTa OT OKOJIO 9 qaca, [Ipernopbp4Ba CC Mpu Ciiydyau Ha
ACUMIITOMATUYHO IIPEA03UPaHC BCUUKHU Prometax TpaHCACPMAIHU IJIACTUPU Aa CC€ IpPpEMaxHaT
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He3a0aBHO U Ja HE ce Tpriiara ApyT TPaHCIESPMAaJICH IDIacCTHp Tpe3 cienpamure 24 qaca. AKo
MIPEI03UPAHETO € CHIIPOBOJICHO OT TEXKKO TaJICHE U MOBPHIIaHe, TPIOBa Ja ce 00Chau yrnorpebaTa Ha
antuemeruiy. [Ipu Hyka TpsOBa J1a ce MpearprueMe CUMIITOMATHYHO JICUSHUE 32 OCTAHAINTE
HEXKEJIaHU PEaKIUH.

[pu 3HAUMTETHO TIpETO3UpaHe MOXKE J]a C€ M3II0JI3Ba aTpONHH. [IpenopruBa ce HadyalHa J103a OT
0,03 mg/kg naTpaBEeHO3€eH aTPONHUH CyI(AT C MOCIEABAIIH 031 B 3aBUCUMOCT OT KITMHHYHUS
otroBop. He ce nmpenoprsuBa ynorpedata Ha CKONOJIAMUH KaTO aHTUJIOT.

5. ®APMAKOJIOTHTYHU CBOMCTBA
5.1 ®apmakoaMHAMHUYHH CBOWCTBA

®dapmMakoTepaneBTHYHA TPYIIa: TICHX0AHAJIETITUIN, aHTUXOJInHecTepa3Hu npoaykti, ATC kox:
NO06DAO03

PuBacTHrMHH € HHXHOHUTOp Ha alleTHII- U OYTHPHIXOJIMHECTEPA3UTe OT KapOaMaTeH THII, 32 KOHUTO ce
CYHMTA, Y€ yJECHSABA XOJIUHEPTUYHATA HEBPOTPAHCMUCHS Upe3 3a0aBsiHe pa3rpakJaHeTO Ha
AIETIIIXOJIMHA, 0CBOOOJICH OT ()YHKIIMOHAIIHO HHTAKTHUTE XOJUHEPruuHU HeBpoHU. Clie0BaTeIIHO
PUBAaCTUTMUH MOXE JIa IMa OJIATONPHUATEH €PEKT BbPXY XOJIMHEPTUYHO METUUPAHKSI KOTHUTUBEH
neHInT IPH IEMEHIIHSI, CBhp3aHa ¢ 0ojecTTa Ha AJxaiMep win ¢ 6osrectta Ha [lapKUHCOH.

PuBacTurmMuH B3aMMOAEHCTBA C IPULIETTHUTE EH3UMHU Ype3 00pa3yBaHe Ha KOBAaJEHTHO CBbP3aH
KOMIUIEKC, KOMTO BpeMEHHO WHAKTUBUpPA eH3umuTe. [Ipu 3mpaBu Miaaan Mbke iepoparHara 103a OT

3 mg moHmwKaBa aKTUBHOCTTA Ha arjeTuiaxoyimHectepasapara (AChE) B nepeOpocnuHamiHaTa TEYHOCT ¢
npubnusurenno 40% npes mppBuTe 1,5 yaca cieq NpUIOKEHUETO. AKTUBHOCTTA Ha €H3UMa Ce BPbIa
JI0 U3XO/THOTO HUBO OKOJIO 9 yaca clief] MOCTUraHe Ha MaKCUMalTHus HHXuOuTopeH edekt. [Ipu
nanueHTu ¢ Oosect Ha Annxaiimep uaxuoupanero Ha AChE B niepeOpocnuHaiHaTa TSYHOCT OT
NEPOPATIEH PUBACTUTMUH € J0303aBUCUMO J10 6 mg JBa MTH THEBHO, KOSITO € Hali-BUCOKATa
npoyuBaHa 103a. MTHXuOupaHeTo Ha akTMBHOCTTA HA Oy TUPMIIXOJIMHETepas3ara B iepedpocHanIHaTa
TEYHOCT NMpH 14 marueHTy ¢ 00JIeCT Ha AxaiMep, JISKyBaHH ¢ NIEPOPaIeH PUBACTUTMHH, € CXOJIHO C
uHxubupaneto Ha aktuBHOCTTa HA AChE.

Kimnanuau opoyuBanusg opyu AnixaiiMepoBa JeMEHITHS

EdwukacHoctTa Ha Prometax TpaHcaepManHy IIACTUPY TIPU NMAIMEHTH ¢ AJIIIXaiMepoBa JICMEHITUS €
mokaszaHa B 24-CeIMHYHO JTBOHHOCIIATIIO, TUIAIe00-KOHTPOJIMPaHO, OCHOBHO IIPOYYBAHE M HETOBATa
oTBOpeHa (haza Ha MPOIBIDKCHHUE U B 48-CEAMUYHO JBOWHOCIIATIO CPABHUTEITHO MIPOYIBAHE.

24-ceomuuno, niayedo-KOHMpOIUPAHO NPOVUBAHE

ITanmenTHTE, BKIIFOYCHHU B IIAIE00-KOHTPOINPAHOTO MpoyuBaHe mMaT MMSE (MuHUMAaJIEH TIperiea
Ha TICUXUYHOTO cheTostHKE) ckop oT 10-20. EdukacHOCTTa € ycTaHOBEHA Ype3 U3I0JI3BaHe Ha TPH
HE3aBUCUMHU, 00JIACT CIISIIU(UIHH, OLCHBYHU ITOKA3aTeNsl, KOUTO CE ONMPECIIAT Ha IEPHOANIHU
UTEPBAIH 110 BpeMe Ha 24-ceqMudHus niepuo Ha JedeHne. Tyk ce BkimouBaT ADAS-Cog (Ckana 3a
OIICHKa Ha OoJlecTTa Ha AJlixaiiMep — KOTHUTHBHA rojackaia [ Alzheimer’s Disease Assessment Scale
— Cognitive subscale], m3MepBaHe Ha KOTHUTUBHATA (DYHKIUS, Bb3 OCHOBA Ha moBeieHneTo) u ADAS-
CGIC (KoonepatuBHo npoy4dBane Ha OonecTTta Ha Anmxaiimep — OOII0 BriedaTIeHUE Ha JeKaps
oTHOCHO npomsiHata [Alzheimer’s Disease Cooperative Study — Clinician’s Global Impression of
Change] - moapoOHa, IsAI0CTHA OllEHKA Ha MalMeHTa 0T U3CJIeI0BaTelNsl, BKIFOUBAIa MPUHOCA Ha
okasBaaTo rpwku juue), ADAS-ADL (KoonepatuBHo mpoy4Bane Ha 6onecTra Ha Anxaimep —
Esxxennernu netinoctu [ Alzheimer’s Disease Cooperative Study — Activities of Daily Living] - orienka
OT CTpaHa Ha OKa3aBaIl[OTO TPHKH JIUIIE Ha €XKEJHEBHUTE ACWHOCTH, BKIIOUNTEIHO JINYHATA XUTHEHA,
XpaHEHEeTO, 00JIMYaHeTo, JOMaKMHCKaTa padoTa KaTo a3apyBaHe, 3ama3BaHe Ha ClIOCOOHOCTTa 3a
OpHUCHTHUPAHE B OKOJIHATA CPefia, KAaKTO U YYacTHe B JISHHOCTH, CBBP3aHU ¢ (PUHAHCOBU BBIIPOCH, U
T.H.). Pe3ynratute or 24-ceAMUYHOTO MPOYYBAHE 32 TPUTE OIEHBYHH ITOKa3aTels ca 00001IeHN B
Tab6muma 2.
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Taoauna 2

Prometax Prometax Inauedo
TpaHcAepMaTHH KancyJjau
MJIACTHPH 12 mg/nH.
9,5 mg/24 yaca

ITT-LOCF nonyaanust N =251 N =256 N =282
ADAS-Cog

(n=248) (n=253) (n=281)
Cpenno n3xoaHo HUBO = CO 27,+10,3 279+94 28,6 £9,9
CpenHa mpoMsiHa clie -0,6 + 6,4 -0,6 £ 6,2 1,0+ 6,8
24 cemmunu = CO
P-CTOMHOCT cpsMo mIane6o 0,005%*! 0,003*!
ADCS-CGIC

(n=248) (n=253) (n=278)
Cpenen ckop £ CO 3,9+ 1,20 391,25 42 +1,26
P-CTOMHOCT cpsAMO mIane6o 0,010*2 0,009*2
ADCS-ADL

(n=247) (n=254) (n=281)
Cpenno uzxoano Hupo = CO 50,1 £16,3 493+ 15.8 49,2 +£16,0
CpenHa mpomsiHa clien -0,1 £9,1 -0,5+9,5 -23+94
24 ceqmunm = CO
P- CTOWHOCT CIIpsIMO IIa1Ee60 0,013*! 0,039*!

* p<0,05 crpsimo mutare6o

ITT: Intent-To-Treat; LOCF: Ilocnenno u3Bwpmeno vadmoaeuue (Last Observation Carried
Forward)

' B3 ocnoBa Ha ANCOVA ¢ BH/Ia JIeUeHHE U IbpiKaBaTa Kato (pakTOpH, U U3XOJHOTO HA HUBO
ADAS-Cog kato xoBapuara. Heratusaure ADAS-Cog npomMeHu o3HauaBaT moJoOpeHue.
[onoxurenante ADCS-ADL npomenn o3HaqaBat mogoOpeHue.

2 Bs3 ocnosa Ha CMH Tecrt (van Elteren Tect) 6okupane 3a gbpkasa. ADCS-CGIC ckop <4 mokassa
MoT00peHME.

Pesynrature OT KIMHUYHO-3HAYMMO MOBIHSUTUTE CE OT 24-CEAMUYHOTO IJ1aneb0-KOHTPOIUPAHO
npoyuBaHe ca npepoctaBeHu B Tabmuna 3. KnuHn4HM 3HaYMMUTE OJ00peHus ca IeUHUPAHU
npeaBapUTEIHO KaTo nmogodpenue ¢ Hai-manko 4 Touku ot ADAS-Cog, 6e3 Binomasane npu ADCS-
CGIC u 6e3 Bnomasane mpu ADCS-ADL.

Tabauua 3
[ManueHTH ¢ KIMHUYHO 3HAYUM O0TroBOp (%)
Prometax Prometax Ilnamedo
TpPaHCAepMATHHI KancyJan
MJIACTHPH 12 mg/nu.
9,5 mg/24 yaca
ITT-LOCF nonyaanus N =251 N =256 N =282
Haii-manko 4 Touku 17,4 19,0 10,5
nonoopenne or ADAS-Cog n
0e3 BiaomaBane Ha ADCS-
CGIC u ADCS-ADL
p- CTOMHOCT CIIPSIMO TuTaedo 0,037* 0,004*

*p<0,05 cnpsamo mnarebo

Kaxkro ce nmpeamnosara oT rpyrmoBoTo MoAeupane, 9,5 mg/24 qaca TpaHCACPMATHU TUIACTHPH
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NPOSIBSIBAT SKCTIO3UIHSI ITOJJOOHA Ha Ta3u, MPEJ0CTaBeHa OT MepopaliHa 103a oT 12 mg/aHeBHO.

48-ceOMuuHoO aKmusHo KOHMPOIUPAHO, CPABHUNENHO NPOVYBAHE

[lanuenTuTe, BKIIIOYEHN B aKTUBHO KOHTPOJIIMPAHOTO, CPABHUTEIIHO MIPOy4YBaHe UMaT u3xogeH MMSE
ckop 10-24. /Iu3aliHbT Ha MPOYYBAHETO LI CPaBHIBaHE Ha eukacHOCTTa Ha 13,3 mg/24 vaca
TpaHCAEepPMAaIHUS IIacTUp cupsaMo 9,5 mg/24 yaca TpaHcaepMaiTHus IUIACTHP 110 BpeMe Ha
48-ceqmuuna apoiHo-cisna (JC) dasa Ha neyenue, npu nauueHTy ¢ 6osnect Ha Anxaiimep, KOUTO ca
nokaszanu (PYHKIIMOHAJICH U KOTHUTHBEH CIaJ Cjell IbpBOHavyaHaTa 24-48 cenMu4yHa OTBOpeHa (asa
Ha JICYCHHE C MO IbprKalla 103a oT 9,5 mg/24 yaca TpaHcaepMaieH miacTup. OYHKIMOHATHUAT CIIaa
ce OILICHsBA OT M3CJIeI0BATeNsl, @ KOTHUTUBHUSAT CHaj ce onpenens upes cnagane B MMSE ckopa ot
>2 TOYKH CIPSIMO TIPEIXOHATA BU3UTA WU CIafaHe OT >3 TOYKHU CIPSIMO M3XOJHATA CTOMHOCT.
EdukacHoctTa ce ycTaHoBsaBa upe3 ynorpedara Ha ADAS-Cog (Ckana 3a orieHKa Ha 6ojiecTra Ha
Anmxaiimep — korHUTHBHA TIojickana [Alzheimer’s Disease Assessment Scale — Cognitive subscale],
u3MepBaHe Ha KOTHUTUBHATa (pyHKIMA, Bb3 ocHOBa Ha noBeneHnero) 1 ADCS-IADL (Koomnepatusao
mpoyuBaHe Ha 0ojiecTTa Ha Ajrxaimep — IHCTpyMEHTaIHH €KEeIHEBHHU JACHHOCTH), OIICHSIBAIIA
MHCTPYMEHTAJIHHU €KEeTHEBHU ACHHOCTH, BKIIOUBAIIY OOopaBeHe ¢ (puHAHCH, IPUTOTBSHE HA XpaHa,
nasap, ciocoOHOCT 32 OpMEHTUPAHE B OKOJIHATA Cpefia, CIIOCOOHOCT 3a ocTaBaHe caM. [lomydenute
npe3 48-Te ceIMUI pe3yNTaTH OT JBaTa MHCTPYMEHTA 3a olleHKa ca 0006menu B Tabnuma 4.

Taobauna 4
Prometax Prometax Prometax 15 cm? Prometax
Monynanus/Buzura 15 cm? 10 cm? 10 cm?
N =265 N=271
n Cpexn n Cpen DLS 95% CI p-
HO HO M CTOHHOCT
ADAS-Cog
LOCF H3xoaHa 264 34,4 268 34,9
CTOMHOCT
JIC- Crorinoct 264 38,5 268 39,7
48-ma ceqm
H1a
IIpomsina 264 4.1 268 4.9 -0,8 (-2,1,0,5) 0,227
ADCS-IADL
LOCF H3xoaHa 265 27,5 271 25,8
CTOMHOCT
48-ma cenqm  CroiiHocT 265 23,1 271 19,6
H1a

IIpomsHa 265 -4.4 271 -6,2 2,2 (0,8,3,6) 0,002%*
CI — noBepurteneH HHTEPBAI.
DLSM - pa3znuka B CTOWHOCTHTE 110 METO1a Ha Hali-MaJIKUTE KBaPaTH.
LOCF — mocnenno HabI0IeHNE N3HECCHO HATIPET.
ADAS-cog ckopose: HeraruBnara paziuka B DLSM noka3Ba mo-3Ha4uMo moJo0peHue npu
Prometax 15 cm? cnpsimo Prometax 10 cm?,
ADCS-IADL ckopose: [To3utuBHaTa paszauka B DLSM noka3sa 1o-3Ha4uMO MOA00pEHUE PU
Prometax 15 cm? ciipsimo Prometax 10 cm?,
N e OposT nanMeHTH ¢ HanpaBeHa U3X0AHA OLIEHKA (TIOC/Ie/IHA OLICHKa B ITbPBOHAYAIHATA
oTBOpeHa (ha3a) U ¢ IOHE eHa oLeHKa cien u3xoanata (3a LOCF).
DLSM, 95% CI, u p-croitocTTa ca 6asupanu Ha ANCOVA (koBapraloHEH aHAN3) MOJEI
KOpPHUTHpPaH 3a CbOTBETHATA cTpaHa U n3xoaHust ADAS-cog ckop.
* p<0,05
W3tounuk: [Ipoyusane D2340-Ta6mmma 11-6 u Ta6mwma 11-7

EBpomneiickata areHIust o JiekapcTBaTa 0CBOOOXK/IaBa OT 33IbDKEHHETO 32 TPEIOCTaBsIHE Ha
pe3yaTaTuTe OT MpoyuBaHHUATa ¢ Prometax BB BCHUKH MOATPYITH HA TIEIHATPUYHATA MTOMYJIAIHS TPU
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JedeHE Ha AJITXaiiMepoBa AeMeHITHs (BK. Touka 4.2 3a nHpOpMaIus OTHOCHO yroTpeda B
MEeUATPHSITA).

5.2 ®apmMakoKMHETHYHH CBOWCTBA

AOGcopOrus

AbcopbuusaTa Ha puBacCTUTMUH OT Prometax Tpancaepmainu mnactupu e 6aBHa. Ciie mbpBaTa 1032,
YCTaHOBHMH IIJIa3MEHHU KOHIIEHTPAIMK ce HAaOJIoAaBaT ciell mepuoa Ha 3akbecHeHue oT 0,5-1 gac. Crax
ce gocrtura cien 10-16 gaca. Cnep nuika, Tia3MeHaTa KOHIICHTPAIAsI 0aBHO c€ IMOHIKaBa IIpe3
oCTaHaJIaTa 9acT Ha 24-9acoBHs IEpHO Ha TIpriiokeHue. [Ipu MHOTOKpaTHO q03upane (KaTo Ipu
CTaIMOHAPHO CHCTOSHUE), CIIE] KaTO MPEIXOAHUS TPAaHCAEPMAIICH TIACTHP Ce 3aMEHH C HOB,
TUIa3MeHaTa KOHIEHTPaLus IbpBOHaYaIHO 0aBHO ce MOHM)KaBa 3a MepHos oT cpenHo 40 MUHYTH,
JI0KaTo abcopOuusATa OT HOBUS TPaHCACPMAaJIeH TUIACTHP CTaHe NOo-0bp3a OT EMTMMUHUPAHETO U
TUTa3MEHUTE CTOMHOCTH 3aI0yuBaT Jja HapacTBaT A0 IOCTUTaHe Ha HOB MHK CJe MPUOIU3UTETTHO 8
yaca. [Ipu cranmonapHO ChCTOSIHNE, HAW-HUCKUTE HUBA ca mpuomm3uTenHo 50% oT MMKOBUTE HUBA, 32
pas3irKa OT IMePOPATHOTO MPHIIOKEHHE, IPH KOETO KOHIIEHTpAIHITa criafa (aKTHIECKH 0 HyJa
MeXy T03uTe. BhIpekn e e mo-Manko u3pa3eHo OTKOIKOTO ¢ (hOpPMHUTE 3a IepOpasTHO MPIUTOKEHHE,
ekcro3uiuaTa Ha puBaCTUTMUH (Crax 1 AUC) HapacTBa mpaBonpoIropuuoHaito ¢ gakrop 2,6 u 4,9
npu nokausaxe oT 4,6 mg/24 gaca 10 9,5 mg/24 yaca u no 13,3 mg/24 yaca, cboTBeTHO. IHACKCHT Ha
daykryarms (FI), Mspka 3a OTHOCHTEIIHATA pa3vKa MY TUKOBUTE U MEKIUHHUATE KOHIICHTPAIIUN
((Cimax-Cumin)/Cavg), € 0,58 3a Prometax 4,6 mg/24 daca tpancaepMannu miactupu, 0,77 3a Prometax
9,5 mg/24 gaca tpancaepmanau wiactupu u 0,72 3a Prometax 13,3 mg/24 gaca TpancaepMamHu
TUTACTHUPH, KOETO TIOKa3Ba MO-MajKaTa QIyKTyalus MeXy MEXXINHUTE U TUKOBUTE KOHIICHTPAIINH B
cpaBHeHHe ¢ opMmara 3a nepopaino npuioxenue (FI = 3,96 (6 mg/aueBno) u 4,15 (12 mg/nHeBHO)).

Jlo3ara Ha pUBaCTUrMUH, OCBOOOJICHA OT TPAHCISPMATHUSI IIACTHUP 32 IMEePHOJ] OT 24 yaca

(mg/24 gaca), HE MOXKe TUPEKTHO J1a C€ MPUPABHU KbM KOJIHMYECTBOTO (Mg) pUBACTUTMUH, KOETO CE
ChIIbpKa B KarCyJIUTe, 110 OTHOIIICHHE Ha TIa3MeHaTa KOHIICHTPAIIUS, TOJYYeHa 32 IEPUOJT OT

24 4gaca.

BapuabumHocTTa MEXy OTIEIHN HHANBUIM HA SMHUYHA /1032 IPpH hapMaKOKMHETHYHHUTE
napamMeTpH Ha pUBacCTUTMUH (pupaBHeHu a0 no3a/kg tenecHo Terno) € 43% (Cumax) 1 49% (AUCo-24n)
CJIe]T TPAHCAEPMAITHOTO MPHIIIOKEHUE, B CpaBHEHHE Che ChoTBETHO 74% 1 103% cien mepopaiiHaTa
(opma. BapuabunHocTTa MEXly HallMEHTUTE NIPU IPOYYBAHE 33 CTALIMOHAPHU KOHLEHTPALUY [IPU
AnmxaiimepoBa geMeHIs, € B moBedeTo cirydau 45% (Cmax) ¥ 43% (AUC.24n) ciien yiorpebarta Ha
TpaHCAEepMaeH IacTup, 1 cboTBeTHO 71% 1 73% cnen mpunaraHe Ha nepopaitHaTa Gopma.

HabmronaBana € B3aMOBPB3KaTa MEKAY SKCIIO3UIMATA C AKTHBHOTO BEIIECTBO MPHU CTAIIMOHAPHO
chCTOsTHUE (pUBACTUTMHUH B MeTa0ouT NAP226-90) 1 TeIeCHOTO TETIIO MPH MAITUEHTH C
AummrxaiimMepoBa neMeHITH. B cpaBHEHUE C MAIIMEHTHTE C TeJIECHO Teryio 65 kg, crarmoHapHATe
KOHIICHTpAIINH Ha pUBACTUTMUH MU MANMEHT C TesecHo Terio 35 kg Onxa ce yaBownmu
PUOIM3UTEITHO, JIOKATO MPU MaIMeHT ¢ TeaecHo Terio 100 kg koHneHTpanuuTe O1xa ce HaMauiIu
PUOIM3UTEITHO Ha MOJIOBUHA. E(QEeKThT Ha TEIECHOTO TErJI0 BHPXY €KCIIO3UIUATA C AKTUBHOTO
BEIICCTBO MPEAIoIara ClelialHO BHUMaHUE MPHU MAIMEHTUTE C MHOTO HUCKO TEJIECHO TETJIO MO
BpeMe Ha TTOKAYBAIIOTO THTPUPAHE HA JO3UTE (BXK. Touka 4.4).

Excriozumsita (AUC.) Ha puBacturmuH (1 metabonnra NAP266-90) e mo-Bucoka Korato
TpaHCAEePMaIHHUS IIACTUP Ce MPUIOKH B TOPHATA YACT Ha r'bpOa, MbpANUTE WIH MUIITHHALIATA U €
npubnuzutenno 20-30% no-HUCKa Ipyu NpUiarade Ha KopeMa uin Oeparta.

He ce nHabnronaBa 3Ha4MMO HATPYIIBaHE HA pUBACTUTMUH WK MeTabommra NAP226-90 B mmazmaTa mpu

MaIucHTH C OoJlecTTa Ha AHHX&ﬁMCp, C U3KJIFOUCHHUE Ha TOBA, Y€ INIA3SMCHUTEC HUBA HA BTOPpHA A€H OT
JICUCHUETO C TpaHCACPMAJICH ILUIaCTUP Ca IMMO-BHUCOKKU OTKOJIKOTO Ha ITbPBUA OCH.
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Pasnpenenenue

PuBacturmuH ce cBbp3a cnabo ¢ mazmenute oenThiy (mpudnusutenno 40%). Tol necHo npeMuHaBa
KPBbBHO-MO3bYHATa Oapuepa U UMa IPUBUACH 00eM Ha pasnpeseneHue B rpanunure Ha 1,8-2,7 1/kg.

Bbuorpancdhopmars

PuBacturmuH ce Metabonu3upa Obp30 U B 3HAYUTENIHA CTETICH C MPUBUACH STUMHHAIIMOHEH
MOJTYKHMBOT B IU1a3MaTa NpUOIM3UTENHO 3,4 yaca cliel OTCTpaHsIBaHEe Ha TPaHCISPMAIHUs ILIACTHP.
Enumunnpaneto e orpannueHo ot crenenrta Ha abcopouus (flip-flop kuneTHka), KoeTo o0sICHsBa MO-
I'BITHUA ty, CIIe TpaHcaepMaiHus mactup (3,4 Jaca), B CpaBHEHHE ¢ TICPOPATHOTO W HHTPABCHO3HO
npwioxkenue (1,4 mo 1,7 gaca). MeTabommM3MBbT € TIIABHO Upe3 XOIHHECTepa3a-MeIuNpana XUApoIn3a
1o nekapoamuiupan Metabomut NAP226-90. In vitro T03u MeTabONHT MMOKa3Ba MUHUMATHO
WHXHUOUpaHe Ha aneTuIxonuaectepasara (<10%).

BB3 ocHOBa Ha TIpOyYBaHUs in Vitro He ce O4akBaT (PapMaKOKWHETUYHU B3aMMOJICHCTBUS C JICKAPCTBEHU
MIPOAYKTH, KOWTO C€ METa0OIHU3UpaT OT cieqHuTe 1uToxpoM m3oeH3nmu: CYP1A2, CYP2D6,
CYP3A4/5, CYP2E1, CYP2C9, CYP2C8, CYP2C19 nimm CYP2B6. B3 ocHOBa Ha JjoKa3aTeacTBaTa
OT TIPOYYBaHUsI IIPH )KUBOTHU OCHOBHUTE IIUTOXpOM P450 n30eH3nMH ydacTBaT B MUHHUMAJIHA CTETICH
B MeTabo/IM3Ma Ha pUBaCTUTMUH. TOTATHUSAT IJ1a3MeH KIIMPBHC HAa PUBACTUTMUH € IPUOIM3UTEITHO
130 l/uac cnex naTpaBeHo3Ha no3a ot 0,2 mg u Hamansasa 1o 70 l/uac cnen nHTpaBeHO3HA /1032 OT

2,7 mg, KOeTo € B ChbOTBETCTBUE C HEJTMHEApHATA MPSIKOIIPOIIOPIIMOHATHA (DapMaKOKHHETHKA Ha
PUBACTUTMUH B PE3YJITAT HA HACUI[AHE HA HETOBOTO CIIMMUHUPAHE.

OTHoOmIeHHETO MeTabOIUT KbM H3X0aHO BemecTBO AUC, e nmpubimsutenHo 0,7 ciien npuiarane Ha
TpaHCAESPMAaTHHUS IIACTUP CIPSAMO 3,5 clie epopaHo NPUIIOKEHHE, KOETO MIOKa3Ba ue clell
JepMaJIHO JICYeHHE HACTBIIBA MI0-MaJlka CTEeNaH Ha METa0OoIM3bM, B CPABHEHHE C IEPOPATHOTO
neuenne. Criesi npuiiarane Ha TpaHCAepMalTHUS IIACTHP ce 00pa3yBa no-maiko NAP226-90,
BEpOSTHH IMOPaIN JIUTICATa HA peAcucTeMeH (e(DeKT Ha ITbPBO MPEeMHHABAHE B YSPHUS IPO0O)
MeTaboIM3bM, B CpaBHEHHUE C TIEPOPATHOTO MPHUIIOKEHHE.

Enumunupane

B ypuHata ce oTkpuBarT clieZi OT HEITPOMEHEH PUBACTUTMUH. brOpeuHara ekckpenus Ha
METa0OJIUTUTE € TJIABHUST BT Ha SIIMMUHHUPAHE CIIe]l IPUIarane Ha TpancaepMaiaus miactup. Cuen
npuaaraneto Ha '“C-puBacTUrMUH €TMMHHUPAHETO Ype3 ObOperHTE € ObP30 ¥ Ha IPAKTUKA ITBITHO
(>90%) B pamkute Ha 24 vaca. [To-manko ot 1% ot mpumnokeHara Jj03a ce eKCKpeTupa ¢ ¢ereca.

[MomynanuoHHUAT (hapMaKOKHHETHICH aHaJM3 M0Ka3Ba, 4e ynoTpedara Ha HUKOTHH TTOBHIIIaBa
MIepOPATHUSI KIIMPHHC Ha pUBACTUTMHH ¢ 23% TIpH NalMeHTH ¢ 6oecT Ha AnxaimMep (n=75 mymauu u

549 Henymaum) npu nepopasieH NpUeM Ha pUBACTUIMUH B 1031 10 12 mg/neH.

CHCLII/IaJ'IHI/I nomnyjJganuu

Cmapuecka 6v3pacm
Br3pacTtTa He OKa3Ba BIHAHUE BHPXY EKCIO3UIMATA HA PUBACTUTMUH MPH MALMEHTH ¢ O0IeCT Ha
Auniixaiimep JiekyBaHu ¢ Prometax TpaHcaepMaiHu MJIaCTUPH.

Yeproopobuo yepesicoare

He e mpoBexaano mpoy4sane ¢ Prometax TpaHCAepMATHU MIACTUPH TIPH JIHIA C YSPHOAPOOHO
yBpexaane. Cres mepopaiHo nNpuiokeHHe Cmax HA PUBACTHIMHH ¢ TpUOIu3uTenHo 60% mo-BUCOKa U
AUC 3a puBaCTUTMUH € TIOBEYE OT JIBa IIHTH [TO-BUCOKA IIPH JIMIIA C JIEKO 10 YMEPEHO TEKKO
4epHOAPOOHO YBPEXKAaHe OTKOIKOTO TIPH 3/IPaBH JIMIIA.

Crnen equHWYHA ITEpopaltHa 103a OT 3 mg WM 6 mg, CPSAHUAT OpaJICH KIMPHHC HA PUBACTUTMHUH €
pUOIU3UTEITHO 46-63% MO-HUCHK NPH MAIUEHTUTE C JICKO JI0 YMEPEHO IO TEXKECT YSPHOAPOOHO
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yBpexnane (n=10, Child-Pugh ckop 5-12, n1oka3zan ¢ OHOIICHs), OTKOJIKOTO IIPH 3APAaBU UHIAUBUIH
(n=10).

bvopeuno yepescodane

He e nmpoBexnano npoyuBane ¢ Prometax TpaHnciepMaiHy IIACTHPH IPH JIHIA ¢ ObOpEedHO
yBpekaHe. Bb3 0ocHOBa Ha MOIYJTAIlIOHEH aHAN3, KPEaTHHUHOBUAT KIMPBHC HSMA U3SBCH €eKT
BBbpPXY KOHIEHTPALMUATa HA PUBOCTUI'MHH HJIM HETOBUTE META0OJIMTH B CTALlMOHAPHO cheTosHue. He e
HEeo0X0IMMO KOpUTHpaHe Ha J103aTa MpH MalKeHTH ¢ 0b0pevHo yBpexknane (Bxk. Touka 4.2).

5.3 TIlpeakIVHUYHHU JAHHU 32 0€30MACHOCT

[Ipoy4BaHusATa 32 TOKCHYHOCT MPH TIEPOPAITHO MHOTOKPATHO MPHJIATaHE TP MUIIKH, TUTHXOBE,
3aifliy, Ky4eTa ¥ MUHUATIOPHU MpaceTa MOKa3BaT ¢IMHCTBCHO €(heKTH, CBhP3aHH ChC 3aCHICHO
(hapmakomnoruuHo netictere. He € HaOmojaBaHa TOKCUYHOCT KM TIPULIENICH opraH. [lepopaiHoTo u
JIOKAJHO JO3UPAHE MPU MPOYUBAHUS BHPXY KUBOTHHU € OIPAaHUUYEHO MOPAIX YyBCTBUTEIHOCTTA HA
M3TIOI3BAaHUTE MOJIETH BHPXY KUBOTHHU.

PuBacTurMuH HEe € MyTareHeH Mpu 0aTepusi OT CTaHIAPTUIUPAHU ix Vitro ¥ in Vivo TECTOBE, OCBEH IPH
TecTa 3a XpOMO30MHH abepalluy B 40BEIKH TuMpoLuTH oT nepudepHa KpbB B 103a 10* mbTH mo-
BHCOKA OT MpeBUICHATA KIMHUYHA EKCTIO3UIUS. MUKPOHYKICAPHUSIT TECT in VIVo € OTPULIATEIICH.
T'maBauaTr metadomut NAP226-90 cbi11o He ITOKa3Ba FEHOTOKCUYEH ITOTEHIMAI.

JlumcBar gokazaTencTBa 3a KaHIIEPOTEHHOCT MPH MPOYYBAHUS IIPA MUIIKH (TIEPOPATHO U JIOKATHO
MIPHUIIOKEHHUE) U TIPY TIPOYYBAHE MIPH TUTHXO0BE (TIEPOPATHO MPHIIOKEHNE) ¢ MAKCHMAITHO TIOHOCHMA
no3a. Excrio3uiysita Ha pUBaCTUTMUH ¥ META0OJIMTUTE MY € IPUOIM3UTEITHO PaBHA HA CKCIIO3HIIAATA
IIPHU XOpa ¢ HAaW-BUCOKUTE 03U Ha PUBACTUTMUH KaICyJX U TPaHCAESPMAIIHU TJIACTUPH.

[Ipu *KMBOTHM PUBACTUTMUH MPEMUHABA MPE3 TUIAICHTATa U C€ EKCKPETHPa B MIISIKOTO.
[IpoyuBanwusTa MPH IEPOPATHOTO NMPUIIOKEHKE TP TLTHXOBE M 32l HE J]aBaT J0Ka3aTelCcTBa 3a
TEpaTOTeHEH MOTEHIMAT OT CTPaHa Ha PUBACTUTMUH. B mpoy4BaHus Ha MEPOPATHOTO MPUIIOKEHUE TIPU
MBKKH ¥ )KEHCKH TUTHXOBE, HE ca HAOJI0IaBaH! HEXKeJIaHH e(heKTH Ha PUBACTUTMUH BbPXY
(hepTriMTETA M PEIIPOAYKTHBHATA CITIOCOOHOCT HUTO TPH IMOKOJICHUETO HA POIUTEIUTES, HUTO PU
MaJIKUTE Ha Te3u poautenn. He ca mpoBekanu crieuUIHA IPOYYBAHUS 32 ISPMATHO MPUIOKCHHE
pu OpeMEeHHH! KUBOTHH.

PuBacTUIMHH TpaHCACPMAIHHU IUTACTUPH HE ca POTOTOKCHYHH M CE CUUTA, Ye HE BOIAT JI0
ceH3nOwIM3upane. B HAKOM qpyru mpoydyBaHus 3a IepMaliHa TOKCHYHOCT ce HaOJIroaBa JIeK eeKT Ha
JIpa3HeHE BhPXY KOXkKaTa Ha JJAOOPATOPHU JKUBOTHHM, B TOBA YKHCJIO U HA KOHTpoJIUTe. TOBa MOXE Ja
nmoka3ea,ye Prometax TpaHCACpMaIHU TUIACTUPU MOTAT Ja MEPAU3BUKBAT JICK SPUTEM TIPU
MalEeHTHUTE.

B npoyuBaHe npw 3aii1iy ¢ YCTaHOBEH MOTEHIMA Ha pUBACTUI'MUH J]a TIPSTU3BUKBA JICKO Jpa3HeHe Ha
ounrte/aurapunute. CeoBaTeIHO MAIUCHTUTE/TIMIIATa, OKA3BAIIU 3PaBHU IPKU TPsOBaA J1a
U305TBaT KOHTAKT C OUUTE clie] OopaBeHe ¢ TuiacTupa (Bx. Touka 4.4).

6. OAPMAIIEBTUYHU JAHHHU

6.1 ChnucbK Ha NIOMOIIHHUTE BellleCTBA

3aluTeH ok

[NonueTtnnenos TepedTanaren UM, JTaKHpaH

Matpukc Ha JeKapCTBEHUSI MPOAYKT
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Anda-Toxodepon
TMonu(OyTrUnmMeTaKpuiIaT, METHIMETaKPHIIAT)
AXpUIIeH ChIIOIMED

AJIXe3nBeH MaTPHUKC

Anda-toxodepor
CUIMKOHOBO Macjo
HumeTnkon

Croii, 0cBOOOK/1aBalll JIEKAPCTBEHOTO BEIECTBO

ITommmectepenoB (M, 0OBHUT ¢ ¢uryoporionMep
6.2 HecbBMecTHMOCTH

3a ;a ce mpeaoTBpaTH MOBNIKSBAHE Ha aIXC3MBHUTE CBOWCTBA Ha TPaHCISPMAaTHUS [IACTUDP HE TPIOBa
Jla ce Impujiara Kpem, JOCHOH U Iy/pa BbpXY 00IacTTa OT KOXKaTa, KBACTO I CE Mpuiara
JIEKapCTBEHUS IPOAYKT.

6.3 Cpok Ha roaHOCT
2 TOMUHU
6.4 CrhenuanaHu ycI10BHS HA CbXpaHeHHe

Ha ue ce cexpanssa Hax 25°C.
ChxpaHsBaiiTe TpaHCISPMATHHAS TUTACTUP B CAIIETO MPEaU yroTpeoa.

6.5 Buau cbabpkaHue Ha ONMAKOBKATA

Prometax 9 mg/5 cm?, 18 mg/10 cm? u 27 mg/15 cm? TpaHcAepMaIHu IIIACTUPH Ca ONAKOBaHH
HOOT/ICJTHO B 3alIMTCHU OT JIela, 3alleYaTaHy caleTa, HalpaBeHu OT
XapTus/monueTuineHTepedranar/ary MUHHNA/ TOMUaKpIHUTPIIOB (PAN) MynTHIaMHHUpaH MaTepuain
(xapTust/PET/anymunuit/PAN) nwnu B 3amevatanu, 3alldTSHH OT Jiclia callieTa, HalpaBeHH OT
MHOTOCJIOCH JIAMHUHAT, CHCTOSII] CE OT
XapTHs/TIONIMEeTUICHTepeTanat/moaneTuieH/anyMuanii/nonuamus (xaptust/ PET/PE/anymunnii/PA).

Hanwgaam B ommakoBKy, Chabpikanty 7 win 30 camrera ¥ TpymoBH OMAaKOBKY, Chabpxkamy 60 wim
90 caera.
He Bcuuku BUIOBE OMAaKOBKK MOTraT Ja ObJaT MyCHATH Ha Ta3apa.

6.6 CrhenuajaHu NpeanasHu MepKHU NP U3XBbPJIsIHE

W3non3BaHuTe TpaHCASPMAIHU IUTACTUPH TPsIOBa Ja ObJaT MPEerbHATH Ha MOJIOBHHA C aJXe3MBHATA
MOBBPXHOCT HABBTPE, J1a CE ITOCTABSIT B OPUTHHAIHOTO Callle ¥ U3XBHPIICHU 110 O€301aceH HAUMH U Ha
MSCTO, HEIOCTBIIHO 32 Jela. BCHUKM N3M0I3BaHN WM HEU3MOI3BAaHUTE TPAHCACPMAIHU TUIACTUPH
Tpsi0Ba J]a ce U3XBBPJIAT B ChOTBETCTBUE C MECTHHUTE M3UCKBAHUS WM BHPHATH B alTeKaTa.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Prometax 4,6 mg/24 h tpancaepmaieH mwacTup

EU/1/98/092/019-022
EU/1/98/092/031-034

Prometax 9.5 mg/24 h tpanciepmaieH mwactup

EU/1/98/092/023-026
EU/1/98/092/035-038

Prometax 13,3 mg/24 h TpancaepmaieH mwiacTup

EU/1/98/092/027-030
EU/1/98/092/039-042

9. JATA HA II'bPBO PA3ZPEIIABAHE/IIOJJHOBABAHE HA PABPELHIEHUETO 3A
YIIOTPEBA

[ara Ha epBO paspemasane: 04 nexemspu 1998 r.
[Hata Ha nocnenHo nmonHoBsiBaHe: 21 mait 2008 r.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[MompoOua nH(DopMarys 3a TO3M JEKapCTBEH MPOAYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporieiickara
areHIws 1o JIeKapcTBaTa https://www.ema.europa.eu
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NNPUJIOKEHMUE 11

MMPOU3BOUTEJU, OTTOBOPHU 3A
OCBOBOJKJIABAHE HA APTU/IN

YCJ10BUSA UK OT'PAHUYEHUSA 3A JOCTABKA U
YINOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA
PASBPEHIEHHUETO 3A YIIOTPEBA

YCJI0BUA UK OT'PAHUYEHUA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA
IMAPTHUIN

Hme u aapec Ha TPOM3BOIUTEINTE, OTTOBOPHU 32 OCBOOOXKAAaBaHE HA MAPTHINTE

Kancyaa, TBbpaa

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Hcnanns

Novartis Pharma GmbH
Roonstralle 25

D-90429 Niirnberg
I'epmanus

IlepopaJjien pasTBOp

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ucnanus

Novartis Pharma GmbH
Roonstralie 25

D-90429 Niirnberg
T'epmanus

TpaHcaepmasieH miaacTup

LTS Lohmann Therapie- Systeme AG
Lohmannstrasse 2

56626 Andernach

T'epmanus

IleyaTtHara IMCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPsIOBA Jja ChAbPIKa HMETO U ajipeca Ha
MPOU3BOIMTEINS, OTTOBOPEH 32 OCBOOOKIaBaHETO HA CHOTBETHATA MApTHIA.
b. YCJIOBHUA NN OI'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA
JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa [0 OrpaHUuEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpartka xapakTepucTika Ha IpOoAyKTa, Touka 4.2).
B. APYI'H YCJOBUSA U USUCKBAHUSA HA PABPEHLIEHUETO 3A

YIIOTPEBA
. Ilepuonnynu akTyanu3upanu aokjaaam 3a desonacHocr (ITA/IB)
MsuckpanusTa 3a nonasane Ha [TAJIb 3a To3u JeKkapcTBEH NPOAYKT Ca MOCOUYCHU B CIIUCHKA C
pedepentaute natu Ha Epornetickus cbto3 (EURD crmchk), mpensuaes B wi. 1078, an. 7 ot

HupextuBa 2001/83/EO, 1 BbB BCHUUKH CJICIBAIIHM aKTyalIn3alliH, yOJUKyBaHH HA €BPONCHCKUS
yeOmopTal 3a JIeKapcTBa.

. YCJIoBUs WJIK OT'PAHUYEHUS 3A BE3SOITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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. Ilnan 3a ynpasienue Ha pucka (ITYP)

IIputexatenar Ha pa3pemrenrueTo 3a yrnorpeda (IIPY) tpsoBa na u3BHpIIBA H3UCKBAHUTE JEHHOCTH H
JIEHCTBUS, CBBP3aHU C TIPOCIICAsIBaHE Ha JIEKapCTBEHATa O€30TIacHOCT, TOCOYeHH B ogooperus [IVP,
npencraBeH B Moy 1.8.2 Ha pa3pemieHreTo 3a ynorpe0da, KakTo U BbB BCHUKH CIICBAIIH OI00pCHH
akTyanu3auuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce mopasa:

. 10 MCKaHe Ha EBporelickara areHuus 1o JeKapcTBara;

o BHHATH, KOTaTO c€ U3MEHS CHCTEeMaTa 3a yIpaBJIeHHe Ha PICKa, 0COOCHO B pe3yiTaT Ha
NoJy4YaBaHe Ha HOBA MH(POPMAaLKs, KOSTO MOXKE 1a JOBeE 10 3HAYMMHU IPOMEHH B
CHOTHOIIIEHHETO T10J13a/PUCK, HIIH CJIe] IOCTUI'aHEe Ha Ba)XKEH eTall (BbB Bpb3Ka C IPOCIIEIBaHe
Ha JIeKapCTBEHAaTa 0e30MaCHOCT WM CBEXJaHe Ha PUCKA 10 MUHUMYM).

L I[Ol'l'b.]'lHI/ITe.TlHI/l MEPKH 3a CBECKIAaHE HA PUCKA 10 MUHUMYM

[Mpeau myckaHeTo Ha Ma3apa BbB BCSIKA JbprkaBa wieHKa [IpurexkarensT Ha pa3pelieHueTo 3a
ynotpeba (IIPY) tpabBa na ceriacyBa OKOHUATETHUTE O0YUHUTEIHN MaTepraiu ¢ Harmonanxure
KOMIIETEHTHH BJIACTH.

IIPY Tpsi6Ba na rapaHTupa, ciiejl 00ChKAaHe U ChIilacyBaHe ¢ HalmoHaTHUTe KOMIICTCHTHU BJIACTH,
BBB BCSIKa JIbprKaBa WICHKA, KbJeTo Prometax rutactup ce mpojaasa, 4e BCHUKHU JISKapH, KOUTO ce
OuaKBa Jia mpeanucear Prometax mnactup, me Ob1aT cHaOAeHN ¢ MHPOPMAIOHEH TaKeT 3a JIeKaps,
ChIbpIKAII] CIICHUTE CIICMCHTH:

) KpaTka xapakTepucTrKa Ha IpOJIyKTa
. Kapra 3a HaroMHsiHE Ha TaIeHTA
) VYkazaHus 3a CHaOIIBaHETO Ha MAIMCHTUTE U T€3H, KOUTO CE IPUXKAT 3a TAX, C KapTa 3a

HAIIOMHAHC Ha IIalluCHTa

Kaprara 3a HanloMHsIHE Ha MalUeHTa Tpsi0Ba 1a ChAbPKa CICIHUTE KIIFOYOBH ITOCIAHMSA:

. MaxHnere crapus mactup, npeau aa nocrasure EJIMH HoB nnacTtup.

. CaMo 1o euH IIacTUp AHEBHO.

. He pexere mnactupa Ha mapueHua.

. ITputncHeTe mnacTupa 31paBo Ha MACTOTO My IOHE 3a 30 cekyHIu, KaTo U3M0I3BaTe AJaHTa Ha
pBKaTa.

° Kak na m3nonssare kaprara 3a HAIIOMHSHE, 3a J]a 3alIUCBATE IIOCTaBIHETO M MaxaHETO Ha
IUTACTUPHUTE.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 1,5 mg TBbpaM Karcyau
pUBaCTUTMUH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika KarcyJja CbAbpiKa 1,5 mg pUBACTUI'MUH KAaTO pUBACTUTMHUHOB XUAPOICHTAPTApPAT.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBPAM KaCyJu
56 TBBPAM KaIICYITH
112 TBBpAM Kancyan

5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJIAHE

[Ipenn ynotpeba npoyerere IMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. JAPYI'U CHEHNUAJIHM IPEAYHPEXXJIEHUSA, AKO E HEOBXOJUMO

Ja ce mormpima nsya 0e3 pa3uymnBaHe WM OTBapsHE.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ue ce cexpanssa Hag 30°C.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHENUWAJHHU INNPEAITA3SHU MEPKU ITPU N3XBBHPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/98/092/001 28 TBBPIU KaICyiH
EU/1/98/092/002 56 TBBPAU KaICyJIH
EU/1/98/092/003 112 TBBpAM Kamcyu

13. HAPTHUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Prometax 1,5 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPU

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Prometax 1,5 mg TBbpaM Karcyau
PUBACTUTMUH

2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S:A.

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

|5.  JIPYTO

Tlonenennuk
Bropauk
Cpsana
YeTBbpTHK
IleTtsk
Cn0oTa
Henens
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 3,0 mg TBbpaM KaIcyIu
pUBaCTUTMUH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika KarcyJja CbAbpiKa 3,0 mg pUBACTUI'MUH KAaTO pUBACTUTMHUHOB XUAPOICHTAPTApPAT.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBpAM KalCyu
56 TBBPAM KaIICYITH
112 TBBpAM Kancyan

5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJIAHE

[Ipenn ynotpeba npoyerere IMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. JAPYI'U CHEHNUAJIHM IPEAYHPEXXJIEHUSA, AKO E HEOBXOJUMO

Ja ce mormpima nsya 0e3 pa3uymnBaHe WM OTBapsHE.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ue ce cexpanssa Hag 30°C.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHENUWAJHHU INNPEAITA3SHU MEPKU ITPU N3XBBHPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/98/092/004 28 TBBPIU KaICyiH
EU/1/98/092/005 56 TBBPAU KaICyJIH
EU/1/98/092/006 112 TBBpAM Kamcyu

13. HAPTHUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Prometax 3,0 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 3,0 mg TBbpAM KaIcyIu
PUBACTUTMUH

2. NME HA ITIPUTEXKATEJISI HA PASPEHLIEHUETO 3A YIIOTPEBA

Almirall, S.A.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TTonenemHMK
Bropauk
Cpsana
YeTBbpTHK
Tletpk
Cn0oTa
Henens
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 4,5 mg TBbpAM KaIcyIu
pUBaCTUTMUH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika KarcyJja CbAbpiKa 4,5 mg pUBACTUI'MUH KAaTO pUBACTUTMHUHOB XUAPOICHTAPTApPAT.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBpAM KalCyu
56 TBBPAM KaIICYITH
112 TBBpAM Kancyan

5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJIAHE

[Ipenn ynotpeba npoyerere IMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. JAPYI'U CHEHNUAJIHM IPEAYHPEXXJIEHUSA, AKO E HEOBXOJUMO

Ja ce mormeima nsia 0e3 pa3uynBaHe WM OTBapsHE.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ue ce cexpanssa Hag 30°C.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHENUWAJHHU INNPEAITA3SHU MEPKU ITPU N3XBBHPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPUAJIN OT

11. HUME U AJJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/98/092/007 28 TBBpPIU KaICyiH
EU/1/98/092/008 56 TBBPAU KaICyJIH
EU/1/98/092/009 112 TBBpAM Kamcyu

13. HAPTHUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Prometax 4,5 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 4,5 mg TBbpAM KaIcyIu
PUBACTUTMUH

2. NME HA ITIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TTonenemHMK
Bropauk
Cpsana
YeTBbpTHK
Tletpk
Cn0oTa
Henens

63



JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 6,0 mg TBbpaM KaIcyIu
pUBaCTUTMUH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika KarcyJja CbAbpiKa 6,0 mg pUBACTUI'MUH KAaTO pUBACTUTMHUHOB XUAPOICHTAPTApPAT.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBpAM KalCyu
56 TBBPAM KaIICYITH
112 TBBpAM Kancyan

5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJIAHE

[Ipenun ynotpeba npoyerere IMCTOBKATA.
[Iepopanno npunoxxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HNPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. JAPYI'U CHEHNUAJIHM IIPEAYHPEXXIEHUA, AKO E HEOBXOJUMO

Ja ce mormpima nsya 0e3 pa3uymnBaHe WM OTBapsHE.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ue ce cexpanssa Hag 30°C.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CIHENUAJHHU INPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT

11. HUME U AJJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/98/092/010 28 TBBPIU KaICyiH
EU/1/98/092/011 56 TBBPAU KaICyJIH
EU/1/98/092/012 112 TBBpAM Kamcyu

13. HAPTHUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Prometax 6,0 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 6,0 mg TBbpAM KaIcyIu
PUBACTUTMUH

‘ 2. NME HA ITIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTHUJIEH HOMEP

Lot

5.  JIPYToO

TTonenemHMK
Bropuuxk
Cpsana
YeTBBpPTHK
Iletpk
Cn0oTa
Henens
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

CI'BBAEMA KYTHUA U ETUKET HA BYTUIKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Prometax 2 mg/ml nepopaneH pa3TBop
pHUBacCTUTMUH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceexu ml chappxa 2 mg puBaCTUTMHH KaTO pUBACTUTMUHOB XUAPOTEHTapTaparT.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Crabpxa cbino: Hatpues OeH3o0at (E211), ntMMoHeHa KUCEIMHA, HATPUEB IIUTPAT, XUHOJIUHOBO JKBJITO
ornpetuten (E104) u mpedncrena Boza.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

Ilepopanen pa3TBop

50 ml
120 ml

5. HAYYH HA ITPUJIOKEHUE U TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba nmpoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA TELITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'Y CHEIUAJIHU NPEAYHPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
Wznon3eaiite Prometax mepopaineH pa3TBOp B paMKHTE Ha 1 Mecell OT OTBapsSHETO Ha OyTHIIKaTa.

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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Ja me ce cerxpansasa Hax 30°C. Jla He ce chXpaHsBa B XJIAWIHAK WA 3aMpa3siBa.
Jla ce cbXpaHsiBa B H3MIPABEHO MOJIOKEHHE.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT

11. HUME U AJJPEC HA IPUTEXKATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Hcnanusa

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/98/092/018 50 ml
EU/1/98/092/013 120 ml

13. NAPTUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Prometax 2 mg/ml [camo Ha crbBaeMaTa KyTHs |

‘ 17. YHUKAJIEH WAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJ1 ¢ BKIIIOUCH YHUKAICH HICHTU(PHUKATOP [caMo Ha CrbBaeMara KyTHS |

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

PC [camo Ha crpBaemarta KyTHsI|
SN [camo Ha crpBaeMaTa KyTHs |
NN [camo Ha crbBaemarta KyTHs |
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHUs 3A EJMHUYHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 4,6 mg/24 vaca TpaHcaepMalicH IJIaCTHP
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 TpaHCcHEpMaleH MIACTUP OT 5 cm? ChAbpka 9 mg pUBaCTMIMHH U oTens 4,6 mg/24 yaca.

‘ 3. CIIUCBK HA HIOMOIIHUTE BEIHECTBA

Coabpika ChILO: MOJMETUICHOB TepedTanaTeH GUIM, JakupaH, ajida-Tokohepolr,
noau(OyTHIIMETAKPHUIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIONUMED, CHITMKOHOBO MAclio, TUMETHKOH,
nonviecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

7 TpaHCAEPMAJHU IJIacTUpPa
30 TpaHCAEpMATHY TIACTHPA

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ue ce cexpanssa Hax 25°C.
CrhxpaHsBaiTe TUIACTHPA B CAILIETO JI0 yoTpebaTa.
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10. CIHEINUAJIHU INPEIAITAZHA MEPKHU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JJEKAPCTBEHUTE ITPOJAYKTHU UJIN OTIHIAABYHU MATEPUAJIA OT
TAX, AKO CE I3UCKBAT TAKHUBA

11. HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/019 7 TpancaepManau riactupa (came: xaprus/PET/amymunanii/PAN)
EU/1/98/092/020 30 tparcaepmanau actupa (camre: xaptus/PET/amymunuit/PAN)
EU/1/98/092/031 7 TpaHcaepManHu miactupa (caime: XxapTust/PET/PE/anymunuii/PA)
EU/1/98/092/032 30 tpancaepmannu miactupa (came: xaptust/PET/PE/anymunnii/PA)

13.

ITAPTUJIEH HOMEP

[Taptunen Ne

| 14.

HAYUMH HA OTIIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAIJIOBA A3BYKA

Prometax 4,6 mg/24 h

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH TIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXJUHHA KYTHUSA HA I'PYIIOBA OIIAKOBKA (BE3 BLUE BOX)

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 4,6 mg/24 vaca TpaHcaepMalicH IJIaCTHP
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 TpaHCcHEpMaleH MIACTUP OT 5 cm? ChAbpka 9 mg pUBaCTMIMHH U oTens 4,6 mg/24 yaca.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

Coabpika ChILO: MOJMETUICHOB TepedTaaaTeH GUIM, JakupaH, ajida-Tokopepolr,
noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIOIIMMED, CHITMKOHOBO Maclio, IUMETHKOH,
nonvecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 TpaHCACPpMAJIHU IIJIaCTUpa. Yacr ot rpymnoBa OIlaKOBKa. ﬂa HC CC€ IpoaaBa OTACIIHO.

5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ue ce cpxpansBa Hag 25°C.
ChxpaHsBaiiTe macTupa B caliero 10 ynorpebara.
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10. CIHENUAJHHU INPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA IPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/021 60 Tpancaepmainu mactupa (care: xaptus/PET/anymunnii/PAN)
EU/1/98/092/022 90 tpancaepmannu wiactupa (camre: xaptus/PET/anymunuit/PAN)
EU/1/98/092/033 60 tpancaepmanau riactupa (camie: xaptus/PET/PE/anmymuanii/PA)
EU/1/98/092/034 90 Tpancaepmaiuu iactupa (caiie: xaptust/PET/PE/anymunuii/PA)

13. MAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYUMH HA OTITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Prometax 4,6 mg/24 h

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHUs 3A TPYIIOBA OITAKOBKA (C BLUE BOX)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 4,6 mg/24 daca TpaHcIepMalicH IJIaCTHP
pUBaCTUTMUH

2. OBSBSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 TpaHCcHEpMaleH MIACTUP OT 5 cm? ChAbpka 9 mg pUBaCTMIMHH U oTens 4,6 mg/24 yaca.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

Coabpika ChILO: MOJMETUICHOB TepedTaaaTeH GUIM, JakupaH, ajida-Tokopepolr,
noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIOIIMMED, CHITMKOHOBO Maclio, IUMETHKOH,
nonvecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

I'pynoBa omakoBka: 60 (2 onakoBku 1o 30) TpaHCAEPMaJIHU MJIacTUpPa
I'pynoBa omakoBka: 90 (3 omakoBku mo 30) TpaHCAEPMAIHU ILIACTHPA

5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJJAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIJMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ue ce cpxpansiBa Hag 25°C.
CobxpaHsBaiiTe I1acTupa B callieTo 10 ynorpedara.
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10. CHENOUAJHU INNPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. UME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanms

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/98/092/021 60 Tpancaepmannu wiactupa (camre: xaptus/PET/anymununit/PAN)
EU/1/98/092/022 90 Tpancaepmainu mactupa (care: xaptus/PET/anymunnii/PAN)
EU/1/98/092/033 60 tpancaepmanau miactupa (came: xaptust/PET/PE/anymunnii/PA)
EU/1/98/092/034 90 tpancaepmanau miactupa (came: xaptust/PET/PE/anymunnii/PA)

13. HAPTHUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYHMH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Prometax 4,6 mg/24 h

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

CAIIIE

1. HUME HA JIEKAPCTBEHMUSA INTPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Prometax 4,6 mg/24 vaca TpaHcAepMaieH IIaCTUp
PUBacCTUTMUH

2. HAYYH HA ITPNJIOKEHUE

[penu ynotpebda npoyereTe JIMCTOBKATA.
TpaHcaepMaTHO IPUITOKEHHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CbABPKAHUE KATO MACA, OBEM WJIN EJJUHUIIN

1 TpaHCIEepManeH MIacTUp B callle

| 6. JIPYTO

[TocTassiiTe o eAMH MIacTUp JHEBHO. MaxHeTe cTapus MiIacTup, npeau Aaa nocrasute E/IMH HoB
TIaCTHUD.
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHUs 3A EJMHUYHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 9,5 mg/24 vaca TpaHcaepMalicH IIacTHP
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 Tpancaepmanen maactup ot 10 cm? cabpska 18 mg puBacturMun u otaens 9,5 mg/24 yaca.

‘ 3. CIIUCBK HA IOMOIIHUTE BEIIECTBA

Coabpika ChILO: MOJMETUICHOB TepedTanaTeH GUIM, JJakupaH, ajida-Tokodepolr,
noau(OyTHIIMETAKPHUIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIONUMED, CHITMKOHOBO MAclio, TUMETHKOH,
nonviecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

7 TpaHCAEPMAJHU IJIacTUpPa
30 TpaHCAEpMATHY TIACTHPA

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ue ce cexpanssa Hax 25°C.
CrhxpaHsBaiTe TUIACTHPA B CAILIETO JI0 yoTpebaTa.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NUME U AJPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanms

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/023 7 TpancaepManau riactupa (came: xaprus/PET/amymunanii/PAN)
EU/1/98/092/024 30 tparcaepmanau actupa (camre: xaptus/PET/amymunuit/PAN)
EU/1/98/092/035 7 TpancaepManHu miactupa (caime: XxapTust/PET/PE/anymunuii/PA)
EU/1/98/092/036 30 tpancaepmannu miactupa (came: xaptust/PET/PE/anymunnii/PA)

13.

ITAPTUJIEH HOMEP

[Taptunen Ne

| 14.

HAYUMH HA OTIIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAIJIOBA A3BYKA

Prometax 9,5 mg/24 h

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH TIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXJUHHA KYTHUSA HA I'PYIIOBA OIIAKOBKA (BE3 BLUE BOX)

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 9,5 mg/24 vaca TpaHcaepMalicH IIacTHP
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 Tpancaepmanen maactup ot 10 cm? cabpska 18 mg puBacturMun u otaens 9,5 mg/24 yaca.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Coabpika ChILO: MOJMETUICHOB TepedTaaaTeH GUIM, JakupaH, ajida-Tokopepolr,
noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIOIIMMED, CHITMKOHOBO Maclio, IUMETHKOH,
nonvecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 TpaHCACPpMAJIHU IIJIaCTUpa. Yacr ot rpymnoBa OIlaKOBKa. ﬂa HC CC€ IpoaaBa OTACIIHO.

5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ue ce cpxpansBa Hag 25°C.
ChxpaHsBaiiTe macTupa B caliero 10 ynorpebara.
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10. CIHENUAJHHU INPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA IPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/025 60 Tpancaepmainu mactupa (care: xaptus/PET/anymunnii/PAN)
EU/1/98/092/026 90 tpancaepmannu wiactupa (camre: xaptus/PET/anymunuit/PAN)
EU/1/98/092/037 60 tpancaepmanau riactupa (camie: xaptus/PET/PE/anmymuanii/PA)
EU/1/98/092/038 90 Tpancaepmaiuu iactupa (caiie: xaptus/PET/PE/anymunuii/PA)

13. MAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYUMH HA OTITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Prometax 9,5 mg/24 h

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHUs 3A TPYIIOBA OITAKOBKA (C BLUE BOX)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 9,5 mg/24 yaca TpaHcaepMalicH IIacTHP
pUBaCTUTMUH

2. OBSBSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 Tpancaepmanen maactup ot 10 cm? cabpska 18 mg puBacturMun u otaens 9,5 mg/24 yaca.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Coabpika ChILO: MOJMETUICHOB TepedTaaaTeH GUIM, JakupaH, ajida-Tokopepolr,
noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIOIIMMED, CHITMKOHOBO Maclio, IUMETHKOH,
nonvecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

I'pynoBa omakoBka: 60 (2 onakoBku 1o 30) TpaHCAEPMaJIHU MJIacTUpPa
I'pynoBa omakoBka: 90 (3 omakoBku mo 30) TpaHCAEPMAIHU ILIACTHPA

5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJJAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIJMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ue ce cpxpansiBa Hag 25°C.
CobxpaHsBaiiTe I1acTupa B callieTo 10 ynorpedara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NUME U AIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/025 60 Tpancaepmaiiay wiactupa (came: xaptust/PET/amymunnii/PAN)
EU/1/98/092/026 90 tpancaepmanHu actupa (camre: xaptus/PET/amymunuit/PAN)
EU/1/98/092/037 60 Tpancaepmanuu wiactupa (caiie: xaptust/PET/PE/anymunuii/PA)
EU/1/98/092/038 90 tpancaepmanau miactupa (came: xaptust/PET/PE/anymunnii/PA)

13.

ITAPTUJIEH HOMEP

[Taptunen Ne

| 14.

HAYUMH HA OTIIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAIJIOBA A3BYKA

Prometax 9,5 mg/24 h

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH TIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

CAIIIE

1. HUME HA JIEKAPCTBEHMUSA INTPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Prometax 9,5 mg/24 vaca TpaHcaepMaieH IIacTup
PUBacCTUTMUH

2. HAYYH HA ITPNJIOKEHUE

[penu ynotpebda npoyereTe JIMCTOBKATA.
TpaHcaepMaTHO IPUITOKEHHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CbABPKAHUE KATO MACA, OBEM WJIN EJJUHUIIN

1 TpaHCIEepManeH MIacTUp B callle

| 6. JIPYTO

[TocTassiiTe o eAMH MIacTUp JHEBHO. MaxHeTe cTapus MiIacTup, npeau Aaa nocrasute E/IMH HoB
TIaCTHUD.
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHUs 3A EJMHUYHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 13,3 mg/24 yaca TpaHCAEpMAJICH ILIACTUD
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 TpancaepMaineH miacTup ot 15 cm? chabpska 27 mg puBacTUIMUH K oTaens 13,3 mg/24 yaca.

‘ 3. CIIUCBK HA HIOMOIIHUTE BEIHECTBA

Coabpika ChILO: MOJMETUICHOB TepedTanaTeH GUIM, JJakupaH, ajida-Tokodepolr,
noau(OyTHIIMETAKPHUIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIONUMED, CHITMKOHOBO MAclio, TUMETHKOH,
nonviecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

7 TpaHCAEPMAJHU IJIacTUpPa
30 TpaHCAEpMATHY TIACTHPA

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ue ce cexpanssa Hag 25°C.
CopxpaHsBaiiTe ITacTHpa B CaIIeTo J0 yroTpedara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NUME U AJPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanms

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/027 7 TpancaepManau miactupa (came: xaprus/PET/amymunanii/PAN)
EU/1/98/092/028 30 tparcaepmanau actupa (camre: xaptus/PET/amymunuit/PAN)
EU/1/98/092/039 7 TpancaepManHu miactupa (caime: XxapTust/PET/PE/anymunuii/PA)
EU/1/98/092/040 30 tpancaepmannu miactupa (came: xaptust/PET/PE/anymunnii/PA)

13.

ITAPTUJIEH HOMEP

[Taptunen Ne

| 14.

HAYUMH HA OTIIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAIJIOBA A3BYKA

Prometax 13,3 mg/24 h

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH TIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXJUHHA KYTHUSA HA I'PYIIOBA OIIAKOBKA (BE3 BLUE BOX)

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 13,3 mg/24 yaca TpaHCAEpMAJICH ILIACTUD
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 TpancaepMaineH miacTup ot 15 cm? chabpska 27 mg puBacTUIMUH K oTaens 13,3 mg/24 yaca.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

Coabpika ChILO: MOJMETUICHOB TepedTaaaTeH GUIM, JakupaH, ajida-Tokopepolr,
noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIOIIMMED, CHITMKOHOBO Maclio, IUMETHKOH,
nonvecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 TpaHCACPpMAJIHU IIJIaCTUpa. Yacr ot rpymnoBa OIlaKOBKa. ﬂa HC CC€ IpoaaBa OTACIIHO.

5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
ChxpassBaiiTe IIIaCTHpa B CaIlIETO JI0 ynoTpedaTa.

85



10. CIHENUAJHHU INPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA IPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanusa

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/029 60 Tpancaepmainu miactupa (care: xaptus/PET/anymunnii/PAN)
EU/1/98/092/030 90 tpancaepmanuu mwiactupa (camre: xaptus/PET/anymununit/PAN)
EU/1/98/092/041 60 tpancaepmanau riactupa (camie: xaptust/PET/PE/amymuamii/PA)
EU/1/98/092/042 90 Tpancaepmaiuu iactupa (caiie: xaptus/PET/PE/anymunuii/PA)

13. MAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYUMH HA OTITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Prometax 13,3 mg/24 h

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KYTHUs 3A TPYIIOBA OITAKOBKA (C BLUE BOX)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Prometax 13,3 mg/24 yaca TpaHCAEpMAJICH ILIACTUD
PpUBaCTUTMUH

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

1 TpancaepMaineH miacTup ot 15 cm? chabpska 27 mg puBacTUIMUH K oTaens 13,3 mg/24 yaca.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

Coabpika ChILO: MOJMETUICHOB TepedTaaaTeH GUIM, JakupaH, ajida-Tokopepolr,
noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHUIIAT), aKPUJICH CHIIOIIMMED, CHITMKOHOBO Maclio, IUMETHKOH,
nonvecTepeH (GuiM, 0OBUT ¢ (hTyoporoarmMep.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

I'pynoBa omakoBka: 60 (2 onakoBku 1o 30) TpaHCAEPMaJIHU MJIacTUpPa
I'pynoBa omakoBka: 90 (3 omakoBku o 30) TpaHCAEPMAIHU ILTIACTHPA

5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJJAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
TpaHcaepManHo MPUIOKEHNE

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[la He ce cpxpansaBa Hax 25°C.
CopxpaHsBaiiTe ITacTHpa B CaIIeTo J0 yroTpedara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

NUME U AJPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Almirall, S.A.

Ronda General Mitre, 151
08022 Barcelona
Ucnanus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/98/092/029 60 Tpancaepmaiay wiactupa (camie: xaptust/PET/amymunanii/PAN)
EU/1/98/092/030 90 tpancaepmanau actupa (camre: xaptus/PET/amymununit/PAN)
EU/1/98/092/041 60 Tpancaepmanuu wiactupa (caiie: xaptust/PET/PE/anymunuii/PA)
EU/1/98/092/042 90 tpancaepmanau miactupa (came: xaptust/PET/PE/anymunnii/PA)

13.

ITAPTUJIEH HOMEP

[Taptunen Ne

| 14.

HAYUMH HA OTIIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAIJIOBA A3BYKA

Prometax 13,3 mg/24 h

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3MepeH 0apKo/l C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

| 18.

YHUKAJIEH TIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

CAIIIE

1. HUME HA JIEKAPCTBEHMUSA INTPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Prometax 13,3 mg/24 yaca TpancaepmaieH iacTup
PUBacCTUTMUH

2. HAYYH HA ITPNJIOKEHUE

[penu ynotpebda npoyereTe JIMCTOBKATA.
TpaHcaepMaTHO MPUITOKEHHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CbABPKAHUE KATO MACA, OBEM WJIN EJJUHUIIN

1 TpaHCIEepManeH MIacTUp B callle

| 6. JIPYTO

[TocTaBsiiTe o eAMH MIacTUp JHEBHO. MaxHeTe cTapus IiIacTup, npeau aa nocrasure E/INH HoB
TIaCTHUD.
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Prometax 1,5 mg TBbpau kancynau
Prometax 3,0 mg TBbpau Kancyau
Prometax 4,5 mg TBbpaAN KancyJau
Prometax 6,0 mg TBbpau Kancyau
puBacTUrMuH (rivastigmine)

IIpoyeTeTe BHUMATEIHO 1SAJ1aTA JIMCTOBKA, NPEAN 1A 3all04HeTe 1a MpUeMaTe TOBa JIeKapcTBo,

Thil KaTO TH ChAbPKa BaxHa 3a Bac undgopmaums.

- 3amazere Ta3u JIMCTOBKAa. MOJKe /1a ce HaJOXH JIa sl MPOYETETE OTHOBO.

- AKO UMarte HIKaKBH JIOMBIHUTEITHA BBIIPOCH, TonuTaiiTe Bamus siekap, papmariet nim
MEJIMLIMHCKA CecTpa.

- ToBa nekapcTBo € npennucano JuuHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To moxe
Jla IM HaBpeIy, He3aBUCHMO Ue TPU3HAIIMTE Ha TIXHOTO 3a00sBaHe ca ChITUTe KaTo BammTe.

- AKO TIONTyYHTe HAKaKBU HEXEJAaH! peaklny, yBeomeTe Bamms nekap, GpapmaneBT nin
MeAHIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKH Bh3MOYKHU HEXKEJIAaHH PEaKIIH, HEOITNCAHH B
Ta3u JUCTOBKA. BikTe Touka 4.

Kakso ChAbpPiKa Ta3u JIUCTOBKA

KaxkBo nmpeacrasnsaBa Prometax u 3a KakBo ce U3MONI3Ba
Kaxso Tps6Ba na 3Haere, nmpenu na npuemere Prometax
Kak na npuemare Prometax

BB3MOXHN HEeXellaH! peakiiuu

Kaxk na cexpansBate Prometax

ChppikaHue Ha ONTAKOBKATA U JIOMBJIHUTEHA HHDOpMaus

AN

1. Kaxkso npencraBiasiBa Prometax u 3a KakBo ce H3I0JI3Ba
AKTHUBHOTO BeIlIECTBO Ha Prometax € puBacCTUTMUH.

PuBacTurMHuH pUHAIIEKH KBM TPyTIa BEIIECTBA, HAPEUEHN XOJIWHECTepa3Hu HHxuduropu. [lpu
MarMeHTuTe ¢ ANXaiiMepoBa IEMEHIHS WU TIPH IMallMeHTHTE C IEMEHITHS IPH OOJIECT Ha
[TapkuHCOH, OTpe/ieieHn HEPBHU KIETKH B MO3bKa YMHUPAT, KOETO BOIH IO OCBOOOXKAaBAHETO HA
BHCOKHU HHMBA Ha HEBPOTPAHCMHUTEPA allCTHIIXOIMH (CYOCTaHINS, KOSTO MTO3BOJISIBA HA HEPBHUTE
KJICTKH J1a CE CBhP3BaT €llHa C Jpyra). PUBacTUrMUH AeiicTBa KaTO OJIOKMPA EH3UMUTE, KOUTO
paspymiaBaT alleTHIIXOJIMHA — alleTHIIXOJIMHECTepa3a u OyTUpHIIXoiuHecTepasa. biiokupaiiku te3u
eH3uMu Prometax mo3BosisiBa J1a ce JOCTUTHAT BUCOKH HMBA HA allETHIIXOJIMH B MO3bKa, KOUTO
cIrromMarar 3a HamalIsIBaHe Ha CHMITTOMHTE IpH OOJIECT Ha AJXaitMep U JEMEHITHS, CBhp3aHa ¢ 0orecT
Ha [TapKkHUHCOH.

Prometax ce u3non3sa 3a JieueHue Ha Bb3pacTHH MAMEHTH C JIeKa 10 yMEPEHO TeXKa AnxaiiMepoBa
JEMEHIHsI, IPOTPECUBHO MO3BYHO 3a00NIABaHe, KOSTO MOCTEIIEHHO 3acsra MaMeTTa, HHTSICKTYTHUTE
CIIOCOOHOCTH M MOBeIeHNeTo. Karcynure n mepopaaHusT pa3TBOP MOTaT Ja Ce W3MOJI3BAT CHII0 Taka
3a JIeYeHNE Ha JIeMEHINS ITPY BB3PACTHH MAIMeHTH ¢ OomecT Ha [lapkuHCOH.

2. Kakso Tpsi6Ba 1a 3HaeTe, npeau Aa npuemMere Prometax
He npuemaiite Prometax

- aKo CTe aJlepruvHU KbM PUBAaCTUTMUH (aKTUBHOTO BElECTBO B Prometax) Miii KbM HIKOS OT
OCTaHAJINTE CHCTABKH Ha TOBA JIEKAPCTBO (M30pOCHU B TOUKA 6).
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- aKo MMaTe KOJKHa peakiys, pa3poCcTpaHsIBaIla ce U3BbH TPAaHHUIINTE HA IUIACTUPA, aKO UMa TI0-
WHTCH3UBHA JIOKAJTHA peakius (KaTo MOsBa HA MEXYPH, pa3pacTBallo Ce KOKHO Bh3IMaJICHHE,
MOJTyBaHE) U aKo He ce moo0pu B paMKuTe Ha 48 Jaca clie/l OTCTpaHsIBaHe Ha TPAHCACPMaTHUS
IJIaCTHUP.

Axo ToBa ce oTtHacs o0 Bac, uadopmupaiite Bammst nekap u He mprueMaiite Prometax.

IlpenynpesxaeHusi U Mpeana3sHu MEPKH

T'oBopete ¢ Bamust niekap, npenu na npueMmere Prometax:

- aKo MMaTe WM HAKOTa CTe UMAlId ChbPACYHO 3a00JIsIBaHe KaTO HETPABUIICH WM OaBEeH ChpIedeH
puThbM, ynbmkaBaHe Ha QT unTepBana, hamuiaa anamaesa 3a yabikeH QT unrtepsan, torsade
de pointes (>xUBOTO3acTpaIaBalia apuTMus ), WK UMATe HUCKH HUBA HA KU WX MarHe3uil B
KpPBBTA.

- aKo MMaTe WIN HIKOTa CT€ MMaJId aKTHBHA CTOMAIITHA SI3Ba.

- aKo MMaTe WM HIKOTa CTe UMaJIM 3aTPYAHECHUS P YPUHHUPAHE.

- aKO MMaTe WU HIKOTa CTe UMAJIA T'bPYOBE.

- aKo MMaTe WM HIKOTa CT€ MMAJIM aCTMa WIJIH TEXKKO JUXATEITHO 3a00JIsBaHE.

- aKo MMaTe WIN HIKOTa CTe MMaNH yBpeleHa 0b0peuHa (pyHKIus.

- aKo MIMaTe WM HIKOTa CTe UMAJId yBpeAeHa YepHOApOOHA (yHKITHSL.

- aKo MMarte TpeTepeHe.

- aKO MMaTe HUCKO TEJIECHO TETJIO.

- aKo MMaTe CTOMAITHO-YPEBHU HapYIICHUS KaTO MOBAWTaHE (TafeHe), IIO3WBHU 3a TIOBPBIaHE
(noBpbinane) u auapus. Be3aMokHO € 1a ce AexuapaTupate (1a 3aryoure mpeKkaieHo MHOTO
TEYHOCTH ), aKO MOBPBIIIAHETO WIIH JUAPHUATA Ca IPOIBIKATEIIHY.

AKo HsIKOE OT U30poeHuTe ce oTHacs 3a Bac, Moke 1a e HeoOxoauMo Bamusr nekap na cnenu

BHHUMATEITHO ChCTOSHNETO BH, M0KaTo mpremare ToBa JIEKapCTBO.

Ako He cte npuemaii Prometax B IpoabJKEHUE HA IOBEUYE OT TPU JHH, HE IPUEMANTe cieaBaliaTa
J103a IIpeIM a CTe pasroBapsiy ¢ Bammus nexap.

Jlena v roHOIIM
Hsama croTBeTHa ynotpeba Ha Prometax B meanaTpryHaTa MOITyJIAIKs IPH JISYeHUE Ha OONECT Ha
Anuxaiimep.

JApyru nexapcrea u Prometax
Tps6Ba na kaxere Ha Bamms nexap wiu GapmaieBT, ako puemMare, HACKOPO CTe MPUEeMallH WK €
BB3MOJKHO J1a [IPUEMATE IPYTHU JIEKapCTBa.

Prometax He Tpsi0Ba J1a ce gaBa 3aelIHO C JIPYTH JISKApCTBA, KOMUTO UMAT MOJ00HN Ha Prometax
edexTn. Prometax Moxe 13 B3aUMOJIEHCTBA C aHTUXOJHHEPTHYHH JICKapCTBa (JIeKapCTBa, N3MOI3BaAHH
3a 00JieKYaBaHe HA KOPEMHH OOJIKM WJIM CIIa3MHU, 3a JicueHue Ha Oosect Ha [TapkuHCOH, wiu 3a
MpeIoTBpaTsABaHe Ha OOJECT Ha MFTYBAHETO).

Prometax He TpsiOBa J1a ce mprema Mo €HO U ChIIO BPeMe ¢ METOKJIONPaMHu/L (JIEKapCTBO, KOETO Ce
W3II0JI3BA 3a 00JIeKYaBaHe WM MPEIOTBPATABaHE Ha raJicHe U MOBpbhIane). [[pueMbT Ha nBETE
JIeKapCTBa THOBPEMEHHO MOXeE JIa TOBEIE 0 MPOOJIEMH KaTo U3TPhIIBAHE HA KPAWHUIIUTE U
TperepeHe Ha PhIIETE.

AKo TpsIOBa J1a ce MOIOKUTE Ha OTepalus J0KaTo npuemare Prometax, yBegomere Bamus nekap
npenu na Bu Ob/e najena ynoiika, Thi kaTo Prometax Moxe n1a 3acuiid e(peKTUTE Ha HIKOU
MYCKYJIHH peTaKCaHTH 1O BpeMe Ha YIIOiKa.

Heobxomumo e moBuUIlIeHO BHUMaHUeE TIpU IpueM Ha Prometax 3aeqHo ¢ Oeta Onokepu (iekapcTaa
KaTO aTEHOJION, M3MOJI3BAHH 3a JICUCHUE Ha XUIIEPTOHUS, CTEHOKAPUS U JAPYTU ChPACYHH MPOOIICMH).
[MpuemMbT Ha JBETE JIEKAPCTBA STHOBPEMEHHO MOKE J1a IPESTU3BUKA MPOOJIEMH KaTo 3a0aBsHE Ha
CchpaeyHaTa gecToTa (Opamukap s ), KOeTO MOKe Jia TOBEE 10 IIPHITafaHe WK 3ary0a Ha Ch3HAHWE.
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Heo6xoanmo e noBuIIeHO BHUMaHUE NP ITpHUeM Ha Prometax 3aemHO ¢ IpyTH JIeKapcTBa, KOUTO
MOYe€ J]a MOBIUSAT ChPACYHUS PUTHM HIIH €JIeKTpHUYecKaTa akTUBHOCT Ha ChpLETO (YAbIDKaBaHe Ha
QT unrepsana).

BpeMenHocT, KkbpMeHe U pePTHINTET
AKo cTe OpeMeHHa WU KbPMHTE, CMATATe, Y€ MOKE J1a CTe OpeMeHHa WM IJIaHupaTe OpeMEeHHOCT,
NochBeTBalTe ce ¢ Bamms nekap i gapmaneBT npeau ynorpedarta Ha TOBa JIEKapCTBO.

AKo cTe OpeMeHHa, IOJI3UTE OT yrnoTpedara Ha Prometax TpsiOBa qa ObAT OLEHEHH CIIPSIMO
BB3MOXKHUTE €EKTH BEPXY HepojeHoTo Bu nete. Prometax He TpsiOBa 1a ce U3oii3Ba Mo BpeMe Ha
OpEeMEHHOCT, OCBEH aKo ¢ aOCOIOTHO HEOOXOIUMO.

He Tps6Ba ma kbpMHTE IO BpeME Ha JICYCHHETO C Prometax.

Hlodupane u padora ¢ MalIMHK

Bamust nexap me Bu kaxe, nanu Bamero 3a0onsBaHe mo3BosisiBa 0€30MacHO J1a mo¢pupaTe u
pabotuTte ¢ MamuHu. Prometax Moke 1a MPUYUHU 3aMastHOCT U ChHIIUBOCT, TJIaBHO B HAYAJIOTO HA
JIEYEHUETO WM TIPY TIOBHINIABaHE HA /103aTa. AKO Ce IMOYyBCTBATE 3aMasiHU WIIM CHHJINBH, HE
modwupaiite, He paboTeTe ¢ MAITMHU B HEe U3BBPIIBAUTE APYTH JSHHOCTH, KOUTO M3UCKBAT Bamieto
BHUMAaHHeE.

3. Kak na npuemarte Prometax

Bunaru npuemaiite ToBa J1eKapcTBO TOYHO KakTo By e kazanm BammusaT nexap. AKo He CTe CUTYPHH B
HEIIo, monuTaite Bamms nexap, ¢hapMaieBT WIn MEIUITMHCKA CeCTpa.

Kak 1a 3amouHeTre Jie4YeHHETO
Bamusr nekap e Bu kaxe kakBa q03a Prometax ja npuemere.

o JledeHneTo OOMKHOBEHO 3a1I0YBa C HUCKA J034.

o BamusiT nexkap mocTeneHHo e MOBUIIaBa J03aTa B 3aBUCUMOCT OT TOBa KakK ce TOBJIHUSIBATE OT
JIEYEHUETO.

. Haii-Bucokara 103a, K0sTO TpsiOBa J1a ce npuema e 6,0 mg JBa MbTH THEBHO.

BamusT nekap peoBHO Iie poBepsiBa aaiu npu Bac jgekapcTBOTO MMa xenanus eekt. Bamust
JIeKap CHINO Taka IIIe MPOCiesIBa U TETI0TO By, J0oKaTO MpremMaTe TOBa JIEKapCTBO.

AKo moBeue OT TpU JTHU HE CTe NMpueMalin Prometax, He npuemMaiiTe cienpaiiara 103a, Ipeau aa
roopute ¢ Bamus nexap.

IIpuem Ha JieKapcTBOTO

. Kaxere Ha yoBeka, KOHTO ce rpuxu 3a Bac, ue mpuemare Prometax.

3a ma mMare 1mo3a OT JIEKapCTBOTO, TPSOBA /1a TO TIpUeMaTe BCEKH JeH.
IIpuemaiite Prometax nBa mbTU Ha JACH CYTPHUH U BEUEp C XpaHa.
IlornbuiaiiTe KancyauTe LUENU C HAIUTKA.

He oTBapsiite u He cTUCKANUTE KaICYJIUTE.

AKo cTe npue/iu mogeye oT Heobxoaumara a03a Prometax

AKO ciy4aifHO cTe Tpueny oBede Prometax, oTkoakoTo TpsiOBa, nHbOpMupaiiTe Bamms nexap.
Mosxe na ce HykJaeTe OT MEAMLIUHCKO HaOmoaeHre. Hsakoun nanueHTy, KOUTo CIy4aiHo ca MpHeIH
npekajieHo MHOro Prometax, ca umanu nopaurase (rajieHe), IO3MBH 32 MOBPBIIAHE (MIOBPBIIAHE),
JMapusi, BACOKO KPbBHO HAATaHe U XaTIOUHAIMA. MoraT Jia ce TIOsBAT ChILo 3a0aBsHE Ha
CBhPACUYHUS PUTHM H IIPULIALBIIH.
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AKo cTe nponmycHaau 1a npuemete Prometax
AKo BHIHTE, Ue CTEe MPOIMYCHAJH Jla TPUEMETe J03aTa ci Prometax, u3uakaidTe U B3eMeTe ClieBariara
J103a 1o obuuaitHoTo Bpeme. He B3eMmaiite nBoitHA 1034, 3a 1a KOMITIEHCHPATE MPOIyCHATATA 1034,

AKO MMaTe HIKAKBH JIOITBJIHUTEITHHA BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApCTBO, MOMHUTANTe
Bammis mexap niam gpapmareBT.
4. Bb3MOKHN HeKeTaHU PeaKIun

Kakro Bcnuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE 1a IPEAN3BHUKA HEXKCIAHU p€aKIIUH, BBIIPEKHU Y€ HE
BCCKHU T'M IIOJTy4aBa.

HpI/I 3aI104YBaHC Ha NNpHEMa Ha JICKapCTBOTO WJIM IIPU MOBUIIABAHC HA N03aTa € Bb3MOKHO ITO-4€CTO Aa
HNMAaTC HCXKCIJIAaHU PCAKIIU. OOMKHOBEHO HEKEIAHNUTE PpCaKiuun NMOCTECIICHHO N34Y€3BaT CJICA KAaTO

OpraHu3MbT IIPUBUKHE KbM JICKAPCTBOTO.

MmHoro 4yectu (Morar ja 3acersart rnoseue ot 1 Ha 10 xymm)

. YHyBCTBO Ha 3aMastHOCT

o 3ary0a Ha armeTuT

. CroMantau npo0JieMu KaTo TTOBAWTaHe (TaeHe) WK MTO3WBHU 3a MOpbIaHe (TIOBPBINAHE),
uapus

Yectu (Morar aa 3acersar a0 1 Ha 10 xymmm)
TpeBoKHOCT

IIorene

['maBoGosnme

Kucenunn

3ary0a Ha TerJo

Kopemna 60mka

UyBCTBO Ha TPEBOKHOCT
YyBCTBO Ha yMOpa WK cJIabocT
001110 HEPa3OJIOKEHHUE
Tpenepene i 00bPKaHOCT
Hamanen anetur

Kommapu

CBHHIUBOCT

HeuecTu (Morat na 3acernat 1o 1 nva 100 gymrm)

. Henpecus

. Hapyuienus Ha cbHS

. [Ipunanane nim BHe3amnHa 3ary0a Ha Ch3HaHHE
. [Ipomenu B uepHOApOOHaTA (PyHKITHS

Penxu (morar ga 3acernar go 1 Ha 1 000 myrmmm)

. I'pbana Goska

. O6pus, cepbOex

o [Ipuctenm (repuose)
[ ]

SI3BU B cTOMAaxa uid gcpBarta

Mmuoro penxu (Morat aa 3acersar a0 1 va 10 000 gymm)

. Bucoko kpbpBHO HansiraHe

. Wndexnus Ha MMKOYHUTE TBTHILA

J Bmxnane Ha Hella, KOUTO HE CHUIECTBYBAT (XATIOLHALIN)

J [Ipobnemu cbe chpaeUHUS PUTHM, KaTO YCKOPEH WIH 3a0aBEH ChpJICUYeH PUTHM
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L K’LpBCHC OT 4Y€pBaTa — U3ABABAIIO CC KAaTO KPBB B U3NPAKHCHUATA WJIN IIPU ITOBPHIAHC

o Bp3nanenue Ha maHKpeaca — MPU3HALIMTE ca CHITHA OOJIKa B TOpHATA YacT Ha KOpeMa, 4YeCTO
ITBTU ChUETaHa C TIOBAUTAHE (TaJeHE) WK TIO3UBH 32 MOBPHINAHe (TIOBPBIAHE)
o Bromasane Ha cumnToMuTe Ha OosectTa Ha [lapKHMHCOH MM MOJTy4aBaHe Ha ITOI00HU

CUMITOMH — KaTO HAIIpUMEp MYCKyJHa CKOBaHOCT, 3aTPYAHSIBAHE Ha IBIKEHUITA

C Heu3BecTHA 4ecTOTA (OT HATMYHHUTE JJAHHU HE MOXKE J1a ObJle HalpaBeHa OIICHKa Ha YeCTOTAaTa)
o CuiHY 1TO3WBH 32 TIOBPBINaHe (MTOBPBIIAHE), KOUTO MOTAT JIa MPUYHHAT pa3KbhCBaHE Ha
TpBOaTa, KOATO CBBhP3BA yCTaTa ChC CTOMaxa (XpaHOIIPOBOIA)
Jexunapararus (3aryda Ha MHOTO TEUHOCT)

. YepHoipoOHM HapyIIeHUs (MMOKBITSIBAHE HA KOYKATa, OKBJITABAHE HA OSUIOTO HAa OYHMTE,
HeoOWYaifHO MMOTEMHSIBaHE Ha YpUHATA WM HEOOSICHUMU rajicHe, OBPbhIAaHe, yMOpa U 3aryda
Ha aIleTHUT)

. ATpEeCcHBHOCT, UyBCTBO Ha OE3MOKOICTBO

. HenpaguiieH cbpicYeH pUTHM

,,11n3a* CHHIPOM (CHCTOSIHME, BKITFOYBAIIO HEBOJIHO CBUBAaHE HA MYCKYJUTE C HEOOMYAHHO
OT'bBaHE Ha TAJIOTO U IVIaBaTa Ha eJlHa CTpaHa)

IMauuenTH ¢ neMenuust u 6osect Ha [lapkuHcoH
[Tpu Te3u nanueHTH HAKOU OT HEXEJIAHUTE Peaklru ce HaOmoaBat no-uecto. [Ipu T4x chio Taka ce
Ha6JHOIlaBaT 1 HAKOUW OJOIIBJIHUTCIIHU HEXKCIaHU pECaKIuu:

MHoro 4ectu (Morat fa 3acerHat moseye ot 1 Ha 10 xymmn)
. Tpenepene
. BneszanHo nagane

Yectu (Mmorar ga 3acerrar a0 1 Ha 10 xymmm)

TpeBoxkHOCT

besnokolictBo

3abaBeH U YCKOpPEH ChbPACYEH PUTHM

Hapymenns Ha cbHA

[IpexomepHO OTAENsAHE Ha CIIOHKA U JIEXUpATALIS

Heob6uuaitno 3a0aBeHr ABWKECHUS I HEKOHTPOJIUPYEMH IBUKECHUS

Brnomasane Ha cuMnTomute Ha 6onectra Ha [lapkrHCOH MM nody4yaBaHe HA TOA00OHU
CHUMIITOMH — KaTO HaIpUMep MyCKyJTHa CKOBaHOCT, 3aTPyAHIBAHE Ha JIBUKEHHSITA U MYCKYJIHA
cinabocT

. Bmxnane Ha Hela, KOUTO HE CHIIECTBYBAT (XATIOLWHAIINN)

. Henpecust

. Bucoko KpbBHO HajsraHe

HeuecTu (Morat na 3acersart 1o 1 va 100 mymmm)
. HemnpasuiieH cepiedeH puThbM | JIOUT KOHTPOJ Ha JABIKEHUSITA
. Hucko KpbBHO Hansrane

C Hen3BeCTHA YeCTOTA (OT HaJIMYHUTC JaHHHU HC MOXKE Ia 6’1:,[[6 HaIllpaBCHa OIICHKA Ha ‘IeCTOTaTa)

o ,,1113a“ CHHAPOM (CHCTOSTHUE, BKITFOYBAIIO HEBOJIHO CBUBAaHE Ha MYCKYJIUTE C HEOOWYaHO
OI'bBaHE Ha TSJIOTO U TJ1aBaTa Ha €/{HA CTPaHa)
o Koxen obpus

JApyru HexeJlaHU peakuuu, Ha0I0AaBaHU IpU Prometax TpaHcaepmMajieH mjiacTup, KOUTO
MOraT Ja Bb3HUKHAT M NIPU TBbPAUTE KANCYJI:

Yectu (Morar ga 3acersar a0 1 Ha 10 xymmm)
. Bucoka tremnepatypa
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o CuiHa 00BpKaHoCT
. Hezagbprkane Ha ypuHaTta (HECTIOCOOHOCT AOCTATHYHO Ja CE 3aAbpKa ypUHATA)

Heuectu (Morar ma 3acernar g0 1 Ha 100 mymm)
. CBpBXaKTHBHOCT (TIOBHIIICHA aKTHBHOCT, OE€3ITOKOMCTBO)

C HeHn3BeCTHA 4eCTOTa (OT HaJIMYHUTC JaHHHU HC MOXKE Ia 6’])}16 HaIlpaBCHa OIICHKA Ha I{CCTOTaT.':l)

L AﬂCpFI/I‘lHI/I PCaKI1 Ha MACTOTO HA NOCTABAHC HA IJIACTUPA, KATO HAIPUMEP MCXYPHU WA
BB3MIAJICHUEC HA KOXKaTa

Axo MOJIYYUTC HAKOSA OT I/I36POCHI/ITC HCXKCIIaHU PCaKIUu, KOHCYHTHpaﬁTe ce ¢ Bammsa JICKap, TBI

KaTO € Bb3MOKHO a CC HYXXJACTC OT MCAULITUHCKA ITOMOIII.

Cpo01aBaHe HA HE:KeJIAHU pPeaKkluu

AKO IOJIyYHTe HAKaKBU HEXKEJIaHHU JICKAPCTBCHH PeaKivy, yBemomere Barus nekap, hapmaineBT Hin
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknuu. Moxere ChIo Aa ChOOIIUTE HEXKEITAHN PeaKIUY JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0OIaBare He)KEIaHN PEaKIMK, MOXKETE Ja JaIeTe
CBOSI MPUHOC 3a TOJIy4YaBaHe Ha moBede HHGOPMAIUs OTHOCHO 0€30IIaCHOCTTA Ha TOBA JISKAPCTBO.

5. Kak na cbxpansBare Prometax

o Ja ce cpxpaHsBa Ha MSCTO, HEJJOCTHITHO 32 JIETa.

o He u3znon3Baiite TOBa JIEKapCTBO CJEN CPOKA HA TOJTHOCT, OTOENA3aH BbPXY KapTOHCHATa
onakoBka cnef “T'onen 10:”. CpoKbT Ha TOAHOCT OTTOBApSI HA MOCJIEIHUS JIEH OT MTOCOYEHUS
Mecell.

[a e ce cpxpanssa Hax 30°C.
. He m3xBbpisiiTe ekapcTBaTa B KaHAIH3AIMSITA WM B KOHTEWHEPA 32 JJOMAIIHA OTIIAbIIH.

[TormmraiiTe Bamms dapmaneBT Kak a U3XBLPIIATE JeKapcTBaTa, KOUTO BEUe HE N3MOI3BATE.
Te3u MepkH 11ie CIOMOTHAT 32 ONla3BaHe Ha OKOJIHATA Cpeja.

6. ChabpikaHue HA OMAKOBKATA M TOMbJIHUTETHA HH(POPMALIHA

KaxkBo cbabp:ka Prometax

- AKTHBHO BEIIIECTBO: pUBACTUTMUHOB XHJIPOT'CHTAPTAPAT.

- Jpyru chCTaBKH: XUTIPOMEIN03a, MarHe3ueB cTeapar, MEKPOKPHUCTAIHA [IETyI03a, KOJOUIEH
CHJIMITUEB JUOKCHI, XKEJIATHH, KBIT skene3eH okcun (E172), uepsen xene3ed okcun (E172),
tutaHoB auokcun (E171) u mennak.

Bceska xancyna Prometax 1,5 mg cpapprka o 1,5 mg oT puBacTUrMUH.
Beska kancyna Prometax 3,0 mg cpaspka no 3,0 mg oT puBaCTUrMHH.
Beska kancyna Prometax 4,5 mg cpaspika 1o 4,5 mg oT puBaCTUTMHH.
Bceska kancyna Prometax 6,0 mg cpapprka mo 6,0 mg oT puBacTUTMUH.

Kak usrue:xxaa Prometax u kakBo chIbp:Ka 0ONaKOBKaTa

- Prometax 1,5 mg TBBbpAM Karcymiu, KOUTO ChABPIKAT MOYTH OsUT A0 OJIETOXKBIT Mpax B Karncysa
C KBJITa Karmayka ! ’BJITO TAI0 ¢ Haamuc B yepBeHo “ENA 713 1,5 mg” BbpXyY TSIIOTO.

- Prometax 3,0 mg TBbpAM KalCysn, KOUTO ChABPKAT MOYTH 0531 10 OJIEN0KBIT Mpax B Karcyia
C OpaHKeBa Kallauka 1 OpaH)KeBO TsUI0 ¢ Haamuc B uepBeHo “ENA 713 3 mg” BppXy TAIOTO.

- Prometax 4,5 mg TBBbpAM KalcCysn, KOUTO ChABPKAT NOYTH 051 1O OJIET0KBIAT Mpax B Karcya
¢ YepBEHA Kalayvka ¥ 4epBEHO TsUI0 ¢ Hamamuc B 05010 “ENA 713 4,5 mg” BbpXy TAIOTO.

- Prometax 6,0 mg TBBpAM KaNCyn, KOUTO ChABPKAT MOYTH OsIT 10 OJICTOKBAT IMpax B Karcylia
¢ YepBEHA Kalavka ¥ OPaHKeBO TSII0 ¢ Haanuc B uepBeHo “ENA 713 6 mg” BbpXy TSIIOTO.

OmnakoBaHM ca B OJIMCTEPH C TPH Pa3IMYHU pa3Mepa onakoBKHU (28, 56 u 112 kancymnu), HO He BCHUKH

OT TSIX MOTaT Jia ce pojaBar BB Bamara crpana.
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IMpuTtexaTtesn HA pa3pelIeHNETO 32 yIOTPeda
Almirall, S.A.

Ronda General Mitre, 151

08022 Barcelona

Ucnanms

IIpousBoauTen

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ncnanns

Novartis Pharma GmbH
Roonstralie 25

D-90429 Niirnberg
T'epmanus

3a mombHATETHA WHPOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKAITHUS
MIPEJICTABUTEI Ha IPUTEKATEIIS Ha pa3pelieHUeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien, Buarapus, Ceska republika, Danmark, Deutschland, Eesti, EALGSa,
Espaiia, France, Hrvatska, Ireland, Island, Italia, Kvbmpog, Latvija, Lietuva,
Luxembourg/Luxemburg, Magyarorszag, Malta, Nederland, Norge, Osterreich, Polska,
Portugal, Romania, Slovenija, Slovenska republika, Suomi/Finland, Sverige

Almirall, S.A.

Tél/Tel/Ten./TIf./TnA/Simi/Tel./T1{/Puh: +34 93 291 30 00

JlaTta Ha nocJiegHO NpepasriekiaHe HAa JIMCTOBKATa
JApyru n3rouyHunu Ha nHopmanus

IMonpoOHa nHpOpMaNHKs 3a TOBA JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
IO JIeKapcTBarta https://www.ema.europa.eu
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JlucroBka: undopmanus 3a norpeduTeNs

Prometax 2 mg/ml nepopaJien pa3TBop
pUBacTUrMuH (rivastigmine)

IIpoyeTeTe BHUMATETHO IAJIATa JUCTOBKA, MPeIH 12 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,

Thil KaTO TH ChAbPKa BaxHa 3a Bac undgopmaums.

- 3amazere Ta3u JIMCTOBKA. MOJKe /1a ce HaJIOXKH JIa sl POYETETE OTHOBO.

- AKO uMare HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus siekap, papmarieBt nim
MEJUIIMHCKA CecTpa.

- ToBa nekapcTBo € npennucano JuyHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To moxke
Jla IM HaBpeIy, He3aBUCHMO Y€ TIPU3HAIIMTE Ha TIXHOTO 3a00sBaHe ca ChITUTe Kato BammTe.

- AKO TIONTyYHTe HAKaKBU HEeXEJIaH! peaklny, yBeomeTe Bamms nekap, GpapmaneBT nin
MEJUIIMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOXKHU HEXKEJTaHU PEaKINK, HEOMUCaH! B
Ta3u JTUCTOBKA. BinkTe Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxkso mpeacrasnaBa Prometax u 3a kKakBo ce U3MONI3Ba
Kakso Tps6Ba na 3Haete, npeau aa npuemere Prometax
Kak na npuemare Prometax

BB3MOXHN HEeXellaH! peakiuu

Kak na cexpansBate Prometax

ChappikaHuE Ha ONTAKOBKATA U JAOMBJIHUTEIHA HHDOpMAaLUs

AN S e

1. Kakso npencraBiasiBa Prometax u 3a KakBo ce H3I0JI3Ba
AKTHUBHOTO BellIeCTBO Ha Prometax € puBacCTUTMUH.

PuBacTurMuH npuHaUIeKH KbM TPyIIa BElECTBA, HAPEUCHU XOJIHMHECTepasHu HHXHOuTopu. [Ipu
MAIUEeHTUTE ¢ ANnxaiMepoBa AEeMEHIMS WK IPH MALMEHTUTE ¢ JeMEHIMs Ipu 0oJecT Ha
[TapkuHCOH, ONpeEIeHN HEPBHU KIIETKH B MO3bKa yMUPAT, KOETO BOAH 0 OCBOOOXKIaBaHETO Ha
BHCOKH HMBA Ha HEBPOTPaHCMUTEPa alleTUIXOIHMH (CyOCTaHIUs, KOSITO IIO3BOJISIBA HA HEPBHUTE
KJIETKH J]a C€ CBBP3BAT eHa ¢ Apyra). PUBacTUrMuH aeiicTBa KaTo OJOKHUpa EH3UMUTE, KOUTO
pa3pylIaBaT alleTHIXOIMHA — alleTHIXOIMHECTepa3a U Oy THPUIXOIUHecTepas3a. biiokupaiiku Te3u
eH3uMH Prometax mo3BosisiBa 1a ce JOCTHIHAT BHCOKH HUBA HA alleTHIXOJIWH B MO3bKa, KOUTO
croMarar 3a HaMaJIsIBaHe Ha CHMITTOMHUTE TIpU O0JIeCT Ha AIxaiiMep U IeMeHIHs, CBbp3aHa ¢ 6oiect
Ha [TapkHuHCOH.

Prometax ce u3mnosn3Ba 3a jeueHUe Ha Bh3PACTHHU MAIMEHTH C JIeKa JI0 YMEPEHO TekKa AJxaiMepoBa
JIEMCHIIHS, IPOTPECUBHO MO3bYHO 3a00JIsIBAHE, KOSTO MOCTEIICHHO 3acsra MaMeTTa, HHTEICKTYTHUTE
CIOCOOHOCTH W TIOBeicHHeTOo. KarcymTe u nepopaaHusT pa3TBOP MOTaT Jia Ce U3IMO0JI3BaT ChIO TaKa
3a JICYCHUE Ha JIEMECHIIUS NP Bh3PACTHH MAIMEHTH ¢ OojiecT Ha [TapKuHCOH.

2. KaxBo TpsndBa na 3Haete, npeau Aa npuemMere Prometax

He npuemaiite Prometax

- aKo CTe aJepruuHu KbM PUBACTUIMUH (AKTUBHOTO BellecTBO B Prometax) uin KbM HAKOS OT
OCTaHAJINTE ChCTABKH Ha TOBA JIEKAPCTBO (M30POEHU B TOUKA 0).

- aKo MMaTe KOKHa peakLus, pa3NpoCcTpaHsBalla ce U3BbH I'PAaHULUTE HA IUIACTHPA, aKO UMa MO~
MHTEH3MBHA JIOKaJIHA peakuus (KaTo 10sBa Ha MEeXYypH, pa3pacTBalllo e KOXKHO Bh3MaJICHUE,
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MOIyBaHE) U aKo HE ce MoJA00pH B paMKHTe Ha 48 gaca ciie] OTCTpaHsIBaHE Ha TPAHCACPMATTHUS
TUTACTHP.
Axko ToBa ce oTHacs 110 Bac, unpopmupaiite Bamus nekap 1 He npuemaiite Prometax.

[pexynpe:xaeHns u npeanasHu MepKu

I'oBopere ¢ Bamus nekap, npenu aa npuemere Prometax:

- aKO MMaTe WU HAKOTa CTE MMAJIH ChPJICYHO 3200 IsIBAHE KATO HENPABUIICH MM OaBEH ChpJeueH
puThM, yabipkaBane Ha QT mHTEpBana, pamuiHa aHaMHe3a 3a yabokeH QT uaTepBai, forsade
de pointes (;xuBOTO3acTpaIlIaBaIia apUTMHUs), WX IMaTe HUCKU HUBA HA KM WA MarHe3uii B
KpPBBTA.

- aKO MMaTe WM HIKOra CT¢ UMaJId aKTUBHA CTOMAIIIHA SI3Ba.

- aKO MMaTe WM HAKOTa CTEe UMAJIM 3aTPYAHCHUS IPU YPUHHUPAHE.

- aKO MMaTe WM HIKOra CTe UMaJIA T'bPYOBE.

- aKO MMaTe WM HAKOTa CTe UMAJIM aCTMa WJIM TEXKKO JUXATEITHO 3a00JIsBaHE.

- aKO MMaTe WM HIKOra CTe UMaJIH yBpeJieHa Ob0peuHa QyHKIus.

- aKo MMaTe WU HAKOTa CTE MMaJH YBpeJleHa YepHOAPOOHA (DYHKITHSL.

- aKo MMare TperepeHe.

- aKO MMaTe HUCKO TEIEeCHO TEerJIO.

- aKo MMaTe CTOMAITHO-YPEBHH HAPYIIIEHHS KAaTO TOBUTane (TajieHe), MO3UBH 3a TIOBPhIIaHEe
(nmoBpbmane) u auapus. Be3aMoXkHO € 1a ce gexuapaTtuparte (1a 3aryOuTe mpeKkaIeHo MHOTO
TEYHOCTH ), aKO TIOBPBIIAHETO WM JUAPHATA Ca TIPOIBIDKATEITHH.

AKo HsIKOE OT N30poeHuTe ce oTHacs 3a Bac, Morke 1a e HeoOxoauMo Bamusr nekap na cineau

BHUMATEIHO ChCTOSIHUETO Bu, TOKaTO preMaTe ToBa JISKapCTBO.

Axo He cTe mpueManu Prometax B mpoabJDKEHHE Ha IOBEYE OT TPHU JHHU, HE TPUEMaTe clie/iBalara
J103a MPean Ja CTe pasropapsum ¢ Bamms nexap.

Jlena u roHOIIM
Hsma croTBeTHa ynotpeba Ha Prometax B nmeuaTpuyHaTa NoIyJiaius Ipy JICYCHUE Ha 00JISCT Ha
Anxaiimep.

Apyru nexapcrea u Prometax
Tps6Ba na kaxere Ha Bamus nexap wiu GapmaieBT, ako [IpremMare, HACKOPO CTe IPUEeMaIH W €
BB3MOXKHO J1a TIpueMaTe JpyTH JIeKapcTBa.

Prometax He Tps0Ba Aa ce 1aBa 3a€IHO C APYI'HU JISKapcTBa, KOUTO UMAT NofgoOHN Ha Prometax
edexTr. Prometax Moxke Aa B3aUMOACHCTBA C aHTUXOJMHEPTUYHU JIEKapcTBa (JIeKapCTBa, N3MOI3BaHH
3a obJeKyaBaHe HA KOPEMHH OOJIKH WIIH CIIa3MHU, 3a JieueHue Ha Oonect Ha [lapkuHCOH, wimu 3a
MpeIoTBpaTsABaHe Ha OOJECT Ha MFTYBAHETO).

Prometax He Tpsi0Ba Ja ce mpueMa Mo eIHO U ChIIO BpeMe ¢ METOKIIOMPaMUJI (JIEKapCTBO, KOETO ce
M3II0JI3Ba 32 00JIeKYaBaHe WK TIPEIOTBpATSIBAHE Ha TaJcHEe U MOBphIIane). [[pueMbT Ha BeTe
JIeKapcTBa €IHOBPEMEHHO MOXKeE Jia JOBEAE A0 MPOoOIeMH KaTo U3TPBIIBAHE HA KpaHULIUTE U
TpernepeHe Ha phleTe.

AKo TpsOBa /1a ce MOIOKUTE Ha OoTlepanus JoKaTo npruemare Prometax, yBegomere Bamms ekap
npenu na Bu 0b/ie najena ynoiika, Thi kaTo Prometax Moxe J1a 3acHiid e(peKTUTE Ha HIKOU
MYCKYJIHHU peJaKCaHTH MO BpEMe Ha yIouKa.

Heo6xonumo e moBuiieHo BHUMaHue MpH prueM Ha Prometax 3aeHo ¢ Geta 610kepH (JiekapcTBa
KaTo aTeHOJION, M3MOJI3BaHH 32 JIEYCHNE Ha XUIIEPTOHHUS, CTEHOKAPIUs U IPYTH ChbpJAeIHU MpoOIemMu).
[IpuembT Ha qBETE MIEKapCcTBa EAHOBPEMEHHO MOJXKE Jla TIPEeIN3BHKA MMPoOIeMH KaTo 3a0aBsHe Ha
chbpAevHaTa yectoTa (Opaankapaus), KOeTO MOXKe Ja JOBE/E A0 MpUIlaJaHe WK 3aryda Ha Ch3HaHUeE.

HCO6XOHI/IMO € MMOBUIIICHO BHUMAHHWE NIPpHU TPUCM Ha Prometax 3a€IHO C APYTH JICKApCTBA, KOUTO
MO3ZKE [1a MMOBJIUAAT ChbpACUHUSA PUTHM HUJIU CJIICKTPUYCCKATa aKTUBHOCT HA ChbpUETO (yI[T)J'DKaBaHG Ha
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QT unTepnaia).

BpemenHocT, kbpMeHe H GepTHINTET
AKo cTe OpeMeHHa MM KbPMHUTE, CMATATe, Y€ MOXKE J]a CTe OpeMEeHHa WM [UTaHupaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap wim gapmaneBT npeau ynorpedaTta Ha TOBa JIEKapCTBO.

Axko cTe OpeMeHHa, MOJI3UTe OT ynoTpebara Ha Prometax TpssOBa /ia ObAT OLICHEHU CIIPSIMO
BB3MOXKHHTE e(DEKTH BHPXY HEPOeHOTO Bu nere. Prometax He TpsOBa 1a ce U3IT0JI3Ba 110 BpeMe Ha
OpEMEHHOCT, OCBEH aKO € a0COIOTHO HEOOXOANMO.

He tps0Ba na kbpMuTe 1O BpeMe Ha JieueHHeTo ¢ Prometax.

Ilodupane u paéoTa ¢ MAIIMHU

Bammsit nexap me Bu kaxe, nmaau Bammero 3a0oisiBade Mo3BoJIsiBa O€30macHo J1a modupare u
pabotuTte ¢ MamuHu. Prometax Moke 1a MPUYUHU 3aMastHOCT U ChHIIUBOCT, TJIaBHO B HAYAJIOTO HA
JICYCHUETO WK TIPU TIOBHINIABAHE HA J103aTa. AKO Ce MOYyBCTBATE 3aMasiHA WM CHHIIUBY, HE
modupaiite, He paboTeTe C MANTUHY U HE U3BBPIIBANTE APYTH NEHHOCTH, KOUTO U3UCKBAT BameTto
BHUMAaHHeE.

Prometax chabp:ka HaTpueB Oen3oat (E211) u HaTpuii

Enna ot HeakTHMBHHTE ChCTaBKU Ha Prometax mepopasien pa3rBop e HaTpueB Oenzoat (E211).
Benzoenara kucenuHa e cnad Apa3HHUTEN 3a KOXKaTa, OunuTe U JIMTaBUIUTE. TOBa JIEKapCcTBO ChIbPKA
3 mg narpues 6enzoar (E211) BpB Bceku 3 ml nepopaiieH pa3TBop.

ToBa nexapcTBO chABpKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha ml, T.e. MOXe &1a ce Kaxe, Je
MMPaKTHYECKH HE ChIbP)Ka HATPUH.
3. Kak na npuemarte Prometax

Bunaru npuemaiite ToBa JEKapcTBO TOYHO KakTo Bu e kazan BamusT jiekap. AKO HE CT€ CUTYpHU B
HEIo, monuTaite Bamms nexap, ¢hapMaiieBT WM MEIUIIMHCKA CeCTpa.

Kak 1a 3amouHeTre Jie4YeHHETO
Bamusar nekap e Bu kaxxe kakBa q03a Prometax ga npuemere.

o JledeHneTo OOMKHOBEHO 3alI0YBa C HHUCKA J034.

o BamusT nekap mocTeneHHo e MOBUIIIaBa 103aTa B 3aBUCUMOCT OT TOBa KakK ce TOBJIHUSIBATE OT
JIEYCHUETO.

. Haii-Bucokara 103a, KosTO TpsAOBa J1a ce npuema € 6,0 mg JBa MbTH THEBHO.

BamusT nekap peoBHO Iie poBepsiBa aaiu npu Bac jgekapcTBOTO MMa xenanus eekt. Bamusat
JIeKap CHINO TaKa Ie MPOociesiBa U TerIoTo By, 1okaTo mpueMaTe ToBa JIEKapCTRO.

AKoO moBeye OT TpU JHU HE CTe npueMainu Prometax, He mpuemaiiTe cieaBamiara 103a, Ipeau Aa
rosopute ¢ Bamms nekap.

IIpuem Ha JieKapcTBOTO

. Kaxete Ha yoBeka, KOITO ce TprxH 3a Bac, ye npuemare Prometax.
o 3a 1a umare 1oJiza oT JIEKapCTBOTO, TPSIOBA Aa IO MPUEMATe BCEKH JIEH.
. IIpuemaiite Prometax nBa mbTH Ha JI€H CYTPUH U BEUYEP C XpaHa.
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Kak na npuemMarte J€KapCcTBoTO

N

IToaroroBka Ha OyTHIIKATa M CIIPUHITOBKATA

W3Banmere cipuHIIOBKATa OT IIpena3HaTa
OITaKOBKa.

HartucHere kamaykara, 3al[UTeHa CPEILy
OTBapsiHE OT JIeIa HAJIONY U s 3aBbpTETe, 32 Ja
OTBOpHUTE OYTHIIKATA.

[IpukpenBaHe Ha CIPHUHIIOBKATA KBM OyTHIIKATa

Bkapaiite BpbX4eTo Ha CIIPUHIIOBKATA B AyIKaTa
Ha Osu1aTa 3aIymanka.

HamrenBane Ha CIIpUHIIOBKAaTa

I/I3,I[’LpHaI>’ITC 6yTa.]'IOTO Harope JOKaToO JOCTUTHC
TOYHOTO ACJICHHEC, CbOTBCTCTBAIIIO HA 1034aTa,
npeanucana oT Bamms JICKap.

OrcTpaHsBaHe Ha MeXyp4ueTara

Harucuere Hanony u u3abprnaiTe Harope
OyTaoTO HAKOJIKO ITBTH, 32 J1a IPEMaxHeTe
BCHUYKH TOJIEMHU BB3AYIIHN MEXypUeTa.
HsxonkoTo Manku BB3AyLUIHN MEXypueTa He ca OT
3HAUYEHME U HsMA J]a OBIUAAT Ha Bamarta no3a
M0 HUKAaKbB HAYMH.

IIpoBepere ganmum mo3aTa Bce OIlle € TOYHA.

Crnex ToBa OTCTpaHeTe CIPUHIIOBKATA OT
OyTuikara.

IIpuem Ha 1eKapcTBOTO

I'mbTHETE NEKApPCTBOTO HANPABO OT
CIIPUHIIOBKATA.

MosxeTe 1a cMecuTe JIEKapCTBOTO C BOJIa B MajKa
gamka. Pa30bpkaiTe 1 H3nMUiTe msu1aTa cMec.
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6. Crnen ymorpeba Ha CIpHHIIOBKaTa
e l30BpIere BHHITHATA YaCT HA CIIPUHIIOBKATA C
YUCTA KbpIIa.
e (Cren ToBa MOCTaBETE CIPUHIIOBKATAa OOPATHO B
npe/a3HaTa OmaKkoBKa.
e [locraBeTe Kamaykata, 3allIUTEHA CPEIy OTBAPsSHE
OT Zteria 00paTHO BEPXY OYTHIIKATA U 51 3aTBOPETE.

AKO cTe TIpHeJIN oBeYe 0T HeoOxoanMaTa 103a Prometax

AKo ciyvaiiHO cTe puenu noseue Prometax, oTkonkoTo Tpsa0OBa, nHpopmupaiite Bamms gexap.
Moxe na ce HykJaeTe OT MEAULIUHCKO HaOmoaenre. Hsakon nanueHTy, KOUTo Cly4aiHo ca MpHeIn
mpeKajgeHo MHOTO Prometax, ca mMmany moBaurane (TajaeHe), MO3WBH 3a TOBpPBIaHe (MMOBPBHINAHE),
Juapys, BUCOKO KPHBHO HAJISITAHE W XAIIOIIMHANK. MoraT /1a ce MosBAT ChIIo 3a0aBsHe Ha
CBHPIEYHUS PUTHM H MTPHUITAIBIIH.

AKo cTe mpomycHaJu a1a npueMetre Prometax

AKko BUNTE, Y€ CTE MPOIYCHAIH JIa IpUueMeTe Jo3aTa cu Prometax, n3uakaiite v B3eMeTe cleaBamiaTa
no3a 1mo oomgaitHoTO BpeMe. He B3emaliTe nBoitHa 034, 3a Jja KOMIIEHCHpaTe MPOITyCHATaTa /103a.
AKO UMaTe HAKaKBH JIOBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MIOMUTANTE
Bammus niekap wiu gpapMariesnT.

4. Bb3MOKHHN HexKeTaHU peaKIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' TOJTy4aBa.

HpI/I 3all04BaHC Ha MpUcMa Ha JICKAPCTBOTO HJIU IIPU NOBUIIIABAHE HA J03aTa € Bb3MOXKHO IMO-4CCTO J1a
HUMaTE HEKEJIAaHU pEAKIHU. OOHKHOBEHO HEXKEJIAHHUTE Ppe€aKuuu NOCTEIICHHO U3YE3BAT CJIE KaTO

OpPraHu3MbT IIPUBUKHE KbM JICKAPCTBOTO.

MHoro 4ectu (Morat fa 3acersHat mosede ot 1 Ha 10 xymmn)

. UyBCTBO Ha 3aMastHOCT

o 3ary0a Ha armeTuT

. CroManrau mpo0JieMu KaTo TOBAWTaHe (TaieHe) W MTO3WBH 3a MOpbIaHe (IOBPBINAHE),
Iuapust

Yectu (Mmorar ma 3acersar a0 1 Ha 10 mymmm)
TpeBoKHOCT

[ToTene

I'maBoGonme

Kucennuun

3ary0a Ha Terjio

Kopewmna 60m1ka

UyBCTBO Ha TPEBOKHOCT
UyBcTBO Ha yMOpa WIH c1adoCT
001110 HEPa3MOJIOKEHHUE
Tpenepene nnu 00bpKaHOCT
Hamanen anetur

Kommapu

CBHIUBOCT
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Heuectu (Morat ga 3acersar 10 1 Ha 100 mytm)

. Henpecust

. Hapyienus Ha cbHA

o [Ipunanane win BHe3amHa 3ary0a Ha Ch3HAHHUE
] [TpomeHu B yepHOApOOHATA PYHKITHS

Penxu (morar ga 3acersar g0 1 Ha 1 000 mgyrmm)

° I'ppana 6onka

. O0pus, cppoex

. [TpucTbnu (repuose)

o SI3BH B cTOMaxa mim yepBara

Mmuoro peaxu (Morart ga 3acersar g0 1 Ha 10 000 mymm)

Bucoko KpbBHO HaysIraHe

Wudekuus Ha MMKOYHUTE ITBTUIIA

Bmwxnane Ha Helna, KOUTO HE CBHIIECTBYBAT (XaTIOIIMHAIIIH )

[IpobGyieMu Chbe ChPACUHUS PUTHM, KATO YCKOPEH WU 3a0aBEH ChPJICUCH PUTHM

KbpBene oT uepBaTa — U3SABSBAIIO CE KATO KPBB B M3MPAKHEHUATA U MPU TOBPHITAaHE

Bb3manenue Ha maHkpeaca — MPU3HAIIUTE ca CHIIHA OOJIKAa B TOPHATa 4acT Ha KOpeMa, 4eCTO

IBTH ChYETaHa C TTOBAWUTaHe (TaJeHe) WK O3UBH 3a MOBpPHIaHe (TIOBPBIAHE)

. Bromasane Ha cumnTomuTe Ha 60sectTa Ha [lapkUHCOH WM MTOTyYaBaHe Ha MOI00HN
CHMIITOMH — KaTO HaIlpUMeEp MYCKYJIHA CKOBAHOCT, 3aTPYy/IHSBAHE HA JBUKCHUSITA

C Heu3BecTHa 4ecTOTa (OT HATUYHUTE TaHHU HE MOJXKe /1a ObJie HallpaBeHa OIIEHKA Ha YeCTOTaTa)

. CurTHE TTO3UBH 32 MOBpBIaHe (MOBPBINAHe), KOUTO MOTaT Jja MPUYMHSAT pa3KbCBaHEe Ha
TpbOarta, KOsSTO CBBP3Ba ycTaTa ChC CTOMaxa (XpaHOIpOBO/A)

. Hexunpararnust (3ary6a Ha MHOTO TEYHOCT)

o YepHoapoOHn HapymeHus (TIOKBATABAHE Ha KOXKaTa, TOXKBITSIBaHE Ha OsIIOTO HA OYHTE,
HeoOMYaifHO MOTHMHSABAHE HA YpHHATA WIN HEOOSCHUMU rajieHe, MOBpbIIaHe, yMopa U 3aryda
Ha aIleTHT)

. ATrpecuBHOCT, UyBCTBO Ha 0€3MOKOICTBO

. Henpasunen cbpaeyen putbM

J ,»1113a" CHHOPOM (CBCTOSHHE, BKIIOYBAILO0 HEBOJIHO CBUBAaHE HA MYCKYJIUTE ¢ HEOOWYaltHO

OI'bBAHC Ha TAJIOTO U I'JlIaBaTa Ha €aHa CTpaHa)

IMauueHTH ¢ 1eMeHIUs U 0oaecT Ha [lapkuHCOH
[Ipu Te3u marueHTH HAKOW OT HEXEIIAHUTE Peaklny ce HabomaBar mo-decto. [Ipu Tsax chImo Taka ce
HaOJII0/IaBAT W HAKOU JIOIBTHUTEITHHA HEXKEIIaH! PEaKIVH:

MHoro yecTu (MoraT Ja 3acerHaT nmosede ot 1 Ha 10 mgymmn)
. Tpenepene
. BreszanHo nanane

Yectu (Morar ma 3acersar a0 1 Ha 10 xymmm)

TpeBoxkHOCT

BbesnoxkoiicTBO

3abaBeH M YCKOPEH ChP/ICUECH PUTHM

Hapymenns Ha cbHA

[IpexomepHO OT/ENAHE HA CIIOHKA U IEXUIPATAIUSL

Heobunuaitro 3a0aBeHn ABMKEHUS WITH HEKOHTPOJINPYEMH JABIKECHUS

Bromaane Ha cumnToMuTe Ha 60ectTa Ha [lapKHUHCOH WM MoiTyd9aBaHe Ha ITOJIO0HU
CUMITOMH — KaTO HAlIPUMEP MYCKYJIHA CKOBAHOCT, 3aTPYAHSIBAHE HA JIBIXKECHUAITA U MYCKYJTHA
citaboct
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e  BwxJaHe Ha Hellla, KOUTO HE CHIIECTBYBAT (XaTIOLWHALINH)
e  Jlenpecus
e  BHCOKO KPBBHO HalATaHe

Heuectu (Morat ga 3acersar 10 1 Ha 100 mymm)
° HeraBI/UIeH CbPACUYCH PUTHM M JIOII KOHTPOJ Ha ABMXKCHUATA

. Hucko KpbBHO Hansrane

C Hen3BeCTHA 4eCTOTA (OT HaJIMYHUTC JaHHU HC MOXKE Oa 6’5)_16 HaIrpaBCHaA OIICHKA Ha IICCTOTaT.':l)

o 1132 CHHOPOM (ChCTOSHHE, BKIIOYBAILO HEBOJIHO CBUBAHE HA MYCKYJIUTE ¢ HEOONYaltHO
Or'bBaHE Ha TSUIOTO M TJ1aBaTa Ha €/{HA CTPaHa)
o Kosxxen o0puB

Jpyru He:keJ1aHM peakumu, Ha0awaaBaHu Npu Prometax TpancaepmaseH miiacTup, KOUTO
MOraT 1a Bb3HUKHAT M NIPU NEePOPATTHUS Pa3TBOP:

Yectu (Morar ga 3acersar a0 1 Ha 10 xymmm)

o Bucoka temneparypa
o CuiHa 00BpKaHOCT
o Heszanbpxane Ha ypuHaTa (HECIIOCOOHOCT IOCTAaTHYHO Ja CE 3a1bpikKa ypHUHATA)

Heuectn (Morar na 3acernar a0 1 va 100 mgymm)
o CBpBXaKTHBHOCT (TIOBHIIIEHA aKTHBHOCT, O€3MOKOHCTBO)

C Heu3BecTHA YecTOTa (OT HATMYHUTE IAHHU HE MOXe J1a ObJie HallpaBeHa OIIeHKa Ha YeCTOTaTa)

. AJIepru4Hu peakuy Ha MSACTOTO Ha IIOCTAaBsSIHE HA IUIACTHUPA, KaTO HAIIPUMEP MEXYPH WIN
Bh3MaJICHHE Ha KOXKaTa

AKO TIOITy9uTe HAKOS OT U30POCHHUTE HEXKETaHH PEeaKIny, KOHCYITHpaiTe ce ¢ Barmms nekap, Thit

KaTo € Bb3MOJKHO J1a CE€ HYX/aeTe 0T MEIUIIMHCKA IIOMOILI.

Chol0maBaHe HA HeKeJIAHU PeaKIUu

AKO IOJIyYHTe HAKAKBU HEXKEJIaHHU JICKAPCTBCHH PeaKivy, yBeaomere Barus nekap, hapmaneBT Hid
MEJIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEIIaHU
peakuuu. Moxere ChIo Aa ChOOIIUTE HEXKEIAHN PeaKIUY JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOImaBane, mocoucHa B [Ipunokenue V. Kato cho0OIaBaTe He)KEIaHN PEaKIMU, MOXKETE Ja JaIeTe
CBOSI MPUHOC 3a T0JIy4YaBaHe Ha moBede HHGOPMAIUs OTHOCHO 0€30IIaCHOCTTA Ha TOBA JISKAPCTBO.

5. Kak na cbxpansiBare Prometax

o Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JICTa.

o He uznon3Baiite TOBa JIEKapCTBO CJEN CPOKaA HAa TOTHOCT, OTOENA3aH BbpXY KapTOHCHATA
omnakoBka cien “T'onen m0:”. CpoKbsT Ha TOAHOCT OTTOBApSI HA IMTOCIICIHUS JIEH OT IMTOCOYCHUS
Mecell.

[a me ce cpxpanssa Hax 30°C. Jla He ce chXpaHsBa B XJIAIWIHAK WM 3aMpa3siBa.

Jla ce cbxpaHsiBa B H3MIPaBEHO MOJIOKEHHE.

Nznomseaiite Prometax mepopainen pa3tBop 10 1 Mecer cien oTBapsiHe Ha OyTHIKAaTa.

He I/I3XB’LI_‘).]'I$II71TG JICKapCTBaTa B KaHAJIM3auusATa Uin B KOHTeﬁHepa 3a JOMAIllHH OTIHHaaAbIN.
[NonwmratiTe Bamms dapmaneBT kKak ga U3XBHPIATE JIEKapCTBaTa, KOUTO BeUe HE U3ITONI3BATE.
Te3u Mepku Ie CIIOMOTHAT 3a OTla3BaHe Ha OKOJHATA Cpefa.

6. ChbabpikaHHe Ha ONIAKOBKATA M JONBJIHUTEJIHA HH(pOpMAaHs

Kakso cbpabp:xa Prometax
- AKTHBHO BEILIECTBO: pUBACTUTMUHOB XUApOreHTapTapaT. Bceku ml cbabpka puBacTUrMHUHOB
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XUAPOTEHTApTApaT CHOTBETCTBANT Ha 2,0 Mg pUBACTUTMHH 0aza.
- Hpyru cberaBku: HaTpueB O6enzoar (E211), nuMoHeHa kucennHa, HAaTPUEB IATPAT, XHHOJIUHOBO
xbaT0 WS onseruten (E104) u npeuncrena Boaa.

Kak n3riexaa Prometax u KakBo ¢bhIbpika ONIAKOBKATA

Prometax nepopaiieH pa3tBop ce npeaoctaps nmoa Gopmara Ha 50 ml wiu 120 ml OUCTBD, KBIT
pastBop (2,0 mg/ml 6a3a) B OyTHIIKa OT TBMHO CTBKJIO C Kamauka, 3alliTeHa OT Aela, C ThpJo 3a
W3TETJISIHE ¥ CAMOU3PaBHsBAINA ce 3amyiiajika. [lepopalHUAT pa3TBOP € OKOMILIEKTOBAH ChC
CTIIPUHIIOBKA 32 JJO3MPaHe Ha NepopaiiHu (JOPMH B TIACTMACOBA IIHIHMHPUYHA KYTHSI.

IIpuTtexaTes Ha pa3pelIeHNETO 32 yOTPeda
Almirall, S.A.

Ronda General Mitre, 151

08022 Barcelona

Hcnanus

IIpoussoaure

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Hcnanus

Novartis Pharma GmbH
Roonstralie 25

D-90429 Niirnberg
I'epmanus

3a mombHATETHA WHPOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATTHU
TIpe/ICTAaBUTEN Ha MIPUTEXKATENS Ha pa3penIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien, bbarapusi, Ceska republika, Danmark, Deutschland, Eesti, EALGOa,
Espaiia, France, Hrvatska, Ireland, island, Italia, KVYmpog, Latvija, Lietuva,
Luxembourg/Luxemburg, Magyarorszag, Malta, Nederland, Norge, Osterreich, Polska,
Portugal, Roméania, Slovenija, Slovenska republika, Suomi/Finland, Sverige

Almirall, S.A.

Tél/Tel/Ten./TIf./TnA/Simi/Tel./T1f/Puh: +34 93 291 30 00

JlaTa Ha nmocjeHO NpepasrJie;kaaHe Ha JUCTOBKATA
JApyru u3rouHuum Ha uHGopMauus

[Moapobua nHpOpMAaIHs 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus
10 JieKapcTBaTa https://www.ema.europa.eu
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JlucroBka: undopmanus 3a norpeduTeNs

Prometax 4,6 mg/24 yaca TpancaepMalieH IJIACTHP

Prometax 9,5 mg/24 yaca TpancaepMalieH IIACTHP

Prometax 13,3 mg/24 yaca TpaHcaepMajieH MJIACTUP
rivastigmine (pUBaCTUTMHH)

IIpoyeTeTe BHUMATEIHO HSAJIATA JUCTOBKA, IPEAH 1A 3all04YHeTe 1A N3110J13BaTe TOBA

JIEKapCTBO, Thil KATO TS ChABP:Ka BakHa 32 Bac nundopmanus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKH Ja sl POYETETE OTHOBO.

- AKO UMaTe HAKaKBH JOMBIHUTEIHH BBIIPOCH, TonuTaiiTe Bamus nekap, papmanest nim
MEIHIINHCKA CECTpa.

- ToBa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro mpeoTcTbnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeIH, He3aBUCUMO Y€ PU3HAINTE Ha TSAXHOTO 3a00JIBaHe ca chIIuTe KaTo BammmuTe.

- AKO TOITyYuTe HAKaKBU HEXEJIaH! peakuy, yBeaomere Bamus nekap, hapmanest win
MeIHNIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKH Bb3MO)KHH HEXKEJIAHH PEaKIIH, HEOITNCAHH B
Ta3W JIUCTOBKA. BrokTe TouKa 4.

Kakso ChAbpPiKa Ta3u JIMCTOBKA

KaxBo nmpencrasnsBa Prometax u 3a KakBo ce U3I0JI3Ba
Kakso Tps0Ba na 3Haere, npeau Jaa unon3Bate Prometax
Kax ma m3moms3Bare Prometax

Bb3MOXXHE HEeXETaHU peaKInu

Kaxk na cexpansBate Prometax

CoappikaHue Ha ONAKOBKAaTa U JAOIBJIHUTEIHA HH)OPMALIUs

AR

1. Kakso npeacraBiasBa Prometax n 3a KakBo ce H3M0JI3Ba
AKTHUBHOTO BelecTBO Ha Prometax e puBacTUrMuH.

PuBacTUrMuH NpUHAICKH KbM TPYIIa BEIIECTBA, HAPSUCHHU XOJIMHECTepa3Hu uHxuouropu. [Ipu
MalUeHTUTE ¢ AnxaiiMepoBa JEMEHUUS ONPEICICHH HEPBHU KJIETKU B MO3bKa YMUPAT, KOETO BOU
JI0 OCBOOOKIIABAaHETO HAa BUCOKHU HHBA HA HEBPOTPAHCMHUTEPA AETHIIXOIHH (CyOCTaHITHUS, KOATO
MO3BOJISIBa HA HEPBHUTE KIIETKH J1a C€ CBBP3BaT €/IHa C pyra). PuBacTurMuH neiictBa kato Oiokupa
€H3MMUTE, KOUTO pa3pylllaBaT alleTUIXO0JIMHA — alleTHIXOJIMHECTepa3a U Oy THPIIXOIMHECTepasa.
biioxupaliku Te3u eHsumu Prometax no3BosisiBa J1a ce JOCTUIHAT BUCOKHM HHMBA HA allETUIIXOJIUH B
MO3bKa, KOUTO CIIOMarar 3a HaMaJsiBaHe Ha CHMIITOMHTE IpH 0oJiecT Ha Anxaiimep.

Prometax ce u3mon3Ba 3a JieueHre PY Bb3PACTHH MAIHESHTH C JIEKa JI0 YMEPEHO TEXKKA
AnnxaiiMepoBa JeMEHIHsI, IPOTPECHBHO MO3BbYHO 3a00JIABaHE, KOCTO MOCTEINEHHO 3acsra namMerTa,
HUHTEJICKTYaTHUTE CIIOCOOHOCTH U TIOBEICHUETO.

2. Kakpo Tpsi0Ba 1a 3Haere, npeau Aa u3noassare Prometax

He u3noa3paiite Prometax

- aKoO CTe aJIEPTUYHH KbM PHBACTUTMHH (aKTHBHOTO BEIIECTBO B Prometax) miu KbM HSIKOS OT
OCTaHAJINTE ChCTABKH HA TOBA JIEKAPCTBO (M30POCHU B TOYKA 0).

- aKo HsKOra CTe MMaJli aJIepruvHa Peakius KbM I0J00€H BH]I JIEKapCTBO (KapOaMaTHH
NPOHU3BOJHH).

- aKO MMaTe KO>KHa peakiys, pa3poCTpaHsBallla c€ U3BbH IPAHUIIMTE HA IUIACTUPA, AKO UMa TO0-
WHTCH3WBHA JIOKAJTHA peakus (KaTo MOosBa HA MEXYPH, pa3pacTBamlo ce KOKHO Bh3IaJICHHE,
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MOIyBaHE) U aKo HE ce MoJA00pH B paMKHTe Ha 48 gaca ciie] OTCTpaHsIBaHE Ha TPAHCACPMATTHUS
TUTACTHP.
Axko ToBa ce oTHacs 10 Bac, unpopmupaiite Bamus nekap u He npunaraiite Prometax
TpaHCAEPMaIHU TUIACTUPH.

IIpenynpesxaeHusi u Mpeana3sHu MePKA

I'oBopere ¢ Bamus nekap, npenu aa nsnonssare Prometax:

- aKo MMaTe WU HAKOra CTe UMaJId ChpJIe4HO 3a00JsIBaHE KaTO HENPABWIEH UM OaBEH ChpleUeH
puThM, yabinkaBane Ha QT unTepBana, pamuinHa anamuesa 3a yabiokeH QT unrtepsan, torsade
de pointes (;3xuBOTO3acTpalIaBalla apuTMHUs), WK UIMaTe HUCKY HUBA HA KAJIWH WM MarHe3uil B
KpBBTA.

- aKo MMaTe WM HIKOTa CTe UMaJli aKTHBHA CTOMAIITHA SI3Ba.

- aKo MMaTe WM HAKOra CTe UMaJd 3aTPYJHEHUS IPH yPUHUPAHE.

- aKo MMaTe WU HIAKOra CT€ UMaJld I'bPUOBE.

- aKo MMaTe WM HIKOTa CTE€ UMAaJIM aCTMa WIIA TEKKO AUXATEITHO 3a00JsIBaHe.

- aKo MMate TpEIepeHe.

- aKo MMaTe HUCKO TEJIECHO TETJIO.

- aKo ¥MaTe CTOMAIIHO-YPEBHU HapyIIEHUs KaTO MOBAUTaHe (TafieHe), MO3MBHU 3a TIOBPBIaHE
(nmoBpbmane) u Auapus. BeaMokHO € 1a ce gexuapaTupate (1a 3aryOuTe mpeKkaieHo MHOTO
TEYHOCTH ), aKO MOBPBIIAHETO WM AUAPHUATA Ca TIPOIBIDKUTEITHH.

- aKo MMaTe HapylIieHa QyHKIHs Ha YepHUs JpoO.

AKo HsIKOE OT N30poeHuTe ce oTHacs 10 Bac, Moxe na e HeoOxoaumo Bammst nekap aa cnenu

BHUMATENHO ChCTOSHUETO BH, T0KaTO MpreMaTe ToBa JIEKapCcTBO.

AKo0 TIOBeU€E OT TPH JHHU HE CTE NpUJIarajiv IacTupa, He Npuiiaraite cieaBaIins IIaCTUpP Npenu aa
cTe pasroBapsuii ¢ Bamust nexap.

Jleua u roHouu
Hsama croTBeTHa ynotpeba Ha Prometax B nmepuaTpuyHaTa NOITyIaus Ipy JISYeHHE Ha OONECT Ha
Anxaiimep.

Apyru nexapcrBa u Prometax
Tps6Ba na kaxere Ha Bamms nexap wiu gapmaiieBT, ako premMare, HaCKOpPO CTe MPUEMalTH WU €
BB3MOKHO J1a TIpUEeMaTe IpyTry JIEKapCcTBa.

Prometax Mo’xe 1a B3aMMO/I€HiCTBA C aHTUXOJIMHEPTUYHH JIEKapCTBa, HIKOU OT KOUTO ca JeKapCTBa,
W3II0JI3BAaHM 32 00JIEKYaBaHEe Ha KOPEMHHU OOJIKU MJIM clasMH (Harp. AULUKIOMHUL), 32 JICUCHUE Ha
6onect Ha [TapKkUHCOH (Hamp. aMaHTaIuH), UM 33 IPeNOTBpaTsABaHe Ha 00JiecT Ha MBTYBAHETO (HAID.
TUQEHXUIPAMUH, CKOTIOJIAMUH HJIH MEKJIM3HH).

Prometax TpancaepmaiHu macTupu He TpAOBa Ja ce mpujara 1o €JHO U ChIIO0 BpeMe ¢
MeTOKJIONpaMu/ (JIEKapCTBO, KOETO ce U3I0JI3Ba 3a 00JIeKUaBaHe WU NIPEAOTBPATIBAHE HA raJIeHe U
noBpsinane). [IpunaraneTo Ha gBeTe JieKapcTBa €AHOBPEMEHHO MOXKE J1a JOBE/Ie 10 MPOOIeMH KaTo
W3TPBIBaHE Ha KPalHUIUTE U TPENepeHe Ha phLeTe.

Axo Tps0Ba J1a ce MOIOKUTE Ha ollepanys, J0KaTo u3noissate Prometax TpaHcaepMalHy IIacTUPH,
yBezomere Bamms nekap, e n3nonsBare TpaHCASPMAaIHH IUIACTUPH, 3aII0TO T€ MOTAT Ja 3aCHIIAT
e(eKkTuTe Ha HIKOM MYCKYJIHH PEJIaKCaHTH 110 BpeMe Ha yIohKa.

Heo6xonmmo e moBuiieHo BHUMaHUE MIPH NpUiiarane Ha Prometax TpaHcaepMaliHy TUTACTHPH 3aeHO
¢ OeTa OnokepH (JiekapcTBa KaTo aTeHOJION, U3MON3BaHH 32 JICUCHUE Ha XUTICPTOHHS, CTEHOKAPIUS 1
IOpyTH chpaeuHu mpobiemn). [IpunaraneTo Ha ABeTe eKapcTBa EAHOBPEMEHHO MOXKE Ja MIPEIN3BHKA
npobiemu kaTo 3abaBsiHe Ha ChpAeYHaTa YecToTa (Opagukapans), KOeTo MOXe J1a TOBEE 0
MPUIaIaHe WK 3ary0a Ha Ch3HAHUE.

Heo0xomumo e moBuIIeHO BHUMaHWE TIPU TIpreM Ha Prometax 3aeqHO ¢ ApYyTH JIeKapcTBa, KOUTO
MOJKE Ja TIOBIHAAT ChbPACYHUS PUTHM WM eJIeKTpUIecKaTa akTHBHOCT Ha ChPIETO (yIbDKAaBaHE Ha
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QT unTepnaia).

BbpemenHocT, KkbpMeHe U GepTHIUTET
AKo cTe OpeMeHHa WU KbPMUTE, CMATATEe, Y€ MOXKE JIa CTe OpeMeHHa WU IUIaHupaTe OPeMEeHHOCT,
nochBeTBalTe ce ¢ Bamms nexap mim gapmaneBT npeau ynorpedarta Ha TOBa JIEKapCTBO.

Axko cTe OpeMeHHa, MoNI3UTe OT ynoTpebara Ha Prometax TpssOBa /ia ObAT OLICHEHU CIIPSIMO
BB3MOXKHHUTE e(eKTH BbPXY HEpOIeHOTO Bu nete. Prometax He TpsiOBa 1a ce M3MoJ3Ba Mo Bpeme Ha
OpEeMEHHOCT, OCBEH aKo € abCOJIIOTHO HEOOXOAMMO.

He tpa6Ba 1a kppMuTe IO BpeMe Ha JiedeHne ¢ Prometax TpaHcaepMaiHi MIacTUPH.

lodupane u padora ¢ MalIMHK

Bamust nexap me Bu kaxxe ganu Bairero 3a0oisBaHe mo3BosisiBa 0e30nacHo ja modupare 1
paboTuTe ¢ MamHU. Prometax TpaHCAepMATHU TUIACTUPU MOTAT J1a MPHYUHSAT MPUIIONIABAHE HITH
TEXKO 00bpPKBaHe. AKO Ce YyBCTBATE OTIAJHAJ/a WK 00bpKaH/a, He Io(upanTe, He padoTeTe ¢
MallMHU U HE U3BBPIIBANTE APYrH IEHHOCTH, KOUTO U3UCKBAT BameTo BHUMAaHME.

3. Kak na n3noassare Prometax

Bunaru m3nons3saiite Prometax TpaHcepManHu IITACTUPH TOYHO KakTo By e ka3an BammsT nekap.
AKO HE cTe CUTypHU B HEIO, IonuTaiTe Bamus nekap, hapMaleBT Wik MEIUIIMHCKA CECTpa.

BAKHO:

. MaxHerte cTapusi iiacTup, npeau aa nocrasure EJIMH HoB muiactup.

o CaMo 1o eIMH IVIACTUP THEBHO.

o He pe:xere niiacTupa Ha napyeHua.

. IIpuTHCHeTe MUIacTHPA 3IPaB0O HA MSICTOTO MY NOHe 32 30 ceKyHAU, KATO M3I0JI3BaTe

AJIaHTa HA pbKaTa.

Kak na 3anounere j1e4eHHeTO
Bamwsar nekap me Bu kaxe koil Prometax TpancaepManes miactup € Hal-oaxonsi 3a Bac.

o JleaenneTo oOMKHOBEHO 3amouBa ¢ Prometax 4,6 mg/24 daca.

o [IpenmoppuntenHara oOnvaiiHa JHEBHA A03a € Prometax 9,5 mg/24 waca. Ako ce moHacs moope,
JIEKYBaIIMSAT JIEKap MOXKE Ja PelIn Aa MOBUIIHK 1o3arta a0 13,3 mg/24 gaca.

. Tpsi06Ba na ce HOCH caMo 1O eAuH TacTup Prometax u muacTupbT TpAOBa Ja Ob/e MOJIMEHEH C

HOB ciief 24 gaca.
[To Bpeme Ha eueOHUSI Kypc, Bammsar Jiekap Moxe Jja KOpUTHpa J103aTa, 3a J1a sl IPUCTIOCO0U KbM
Bamue nvHIMBUIYATHU HYXIU.

AKO B IIPOABIDKEHNE HA IIOBEYE OT TP JHU HE CTE CU IIOCTABSIIN IUIACTUP, HE MOCTABSIMTE CIIeBAIIs
npeau na ropopute ¢ Bamms nekap. JIeueHHETO ¢ TpaHCAEPMAIHU IUNIACTUPH MOJKE /1a CE MIOAHOBHU B
ChILATa /1032, aKO JICUEHHETO HE Ce NMPEKHCBA 3a MOBeYe OT TpU AHU. B mpoTuseH ciayyail Bamusat
JieKap 1€ IOIHOBH JiedeHueTo ¢ Prometax 4,6 mg/24 vaca.

Prometax mMo’ke ga ce u3Ioi3Ba ¢ XpaHa, HAITUTKHU 1 aJIKOXOJI.

Kbae na nocrapute Bamus Prometax TpancaepMalieH IiacTup

- [Ipenu na nmocraBuTe IIacTUpA, yBEpeTe ce, 4e KoxkaTa Bu e uncra, cyxa u obe3kocMeHa, 0e3
IyJpa, MacJlo, OBJIAKHUTEJ WIN JIOCHOH, KOUTO OMXa MONPEUYUIIN Ha IJIACTUpa J1a 3aJIeTHE 3a
Koxxkata Bu kakTo Tpsi0Ba, 1a HsIMa OPA3BaHUS, OOPHBU H/HIIH BB3MAIECHH YYaCTBIIH.

- BauMaTetHO OTCTpaHeTe BCeKHM HAJIMYeH MJIACTHP NMpeaH A2 MOCTABUTE HOBHS.
HanmuumeTo Ha moBede oT eAnH MutacTup BepXy Bameto Tsu10 Ou Moruio n1a Bu u3noxn Ha
NPEKOMEPHH KOJIMYECTBA OT JIEKAPCTBOTO, KOETO OM MOTJIO ja ObJie MOTEHIIMATHO OIAaCHO.
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IIOKa3aH! B JUarpaMuTe 1mo-a0ay:
- JIsIBa WJIM JsICHA MHUIITHUIIA

ITocrassiite 10 EAWH mnactup aaesao, CAMO HA E/IHO ot BE3MOXHHUTE MeCTa,

- JIsIBa MJIM JISICHA TOPHA YacT Ha TPBAHMS Kolll (M30sirBaiiTe rbpauTe)
- JIsSIBa MJIM JISICHA TOPHA 9acT Ha T'bpba
- JIsSIBa MJIM JISICHA JIOJTHA YacT Ha T'bpOa

Ha Bcexn 24 yaca MmaxaiiTe nIpeIMIIHHS IUIACTHP, Mpean Aa nocrapute HoBusi CAMO HA
EJIHO ot u30poeHuTe mo-10,y MecTa.

JIsiBa WM AsiCHA ropHa 4acTt Ha pbKarta

JIsBa WM ASCHA YaCT HA IBPAUTE
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JIsiBa njM AsicHa TOPHA YacT Ha rbpla

JIssBa uiM AsicHA 10JIHA 4acT HA rbpla

Koraro nogmenste miactTiupa, BCeKH BT MPEeMaxBaiTe TIACTHPA OT MPEAUIITHUS JIEH U TOCTaBsSHTe
HOBWSI IJTACTHP HA PAa3JIMYCH yYaCThK OT KOXKaTa (HampuMep SIUHHS JICH Ha JISICHATA MOJIOBUHA Ha
TSJIOTO, HA CIIC/IBAIIMS JICH Ha JIsIBaTa MOJIOBUHA, U €IWHUS JICH B TOPHATA YacT, HA CIICABAINUS JICH B
JIoJTHATa YacT Ha Tsu10T0). He mocTaBsiiTe HOBHS IIacTHp Ha ChIaTa 00J1aCT HA KOXKaTa B pAMKUTE Ha

14 num.

Kak na mocrasute Bamust Prometax TpancaiepmalieH miacTup

Prometax nnactupu ca ThHKHM, HEIPO3payHH, I'bBKABU IIACTUPU, KOUTO 3aJIENBAT 3a Koxarta. Bcexu
IUTACTUP € 3alle4aTaH B callle, KOeTo IO Mpena3Ba J0KaTo HE pelInTe Aa ro nocrasure. He oTBapsiite
CalleTo U He M3BaKJalTe IIacTUpa JOKaTo He JOHWe MOMEHTA Ja ro MOCTAaBUTE.

BrauMatenHO OoTCTpaHeTe HAMMYHUS TIACTHDP TIPEAH Ja

IIOCTAaBUTC HOBHA.

Hexka MNalUCHTUTE, 3all0YBAIIH JICUCHUC 3a IbPBU IIBT, U TC3U,
IIOJHOBABAIIIM JICYCHUCTO C Prometax cJIe MpCKbCBAHE, Aa

3all0YHaT C BTOpaTa KapTHUHKA.
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- Bceku mnactup e 3armeyaraH B COOCTBEHO Tpea3BaIio h ',
caiue. . 1
Koraro cte roTOBH J]a MOCTaBUTE TUIACTHPA TPSAOBA caMo

J1a OTBOPUTE CAIIIETO. ARV {
F (4 1 %

OTpexeTe calero ¢ HOXKUIA 10 ThDKHHATA Ha </ ——

NyHKTHpaHaTa JIMHUS U U3BaJICTE IJIACTHpPA OT CalleTo. Pl \oJ

- [Ipeana3zBaina JIeHTa IMOKPUBA 3aJICIBAIATa IOBEPXHOCT
Ha TUIaCcTUpA.
WznbpraiiTe eqHaTa cTpaHa Ha MpeAras3BamaTa JeHTa U
HE JJOKOCBaiTe 3ajemBaIiara 9acT Ha IJIACTUpPa C MPBCTH.

- [TocraBere 3anenBamaTa 4acT Ha IJIACTHPa BBPXY ropHaTa
WJIM JIOJTHA YacT Ha T'hp0a, ropHaTa 4acT Ha phKaTa WU
TPBAHMAA KOII U U3AbpIaiTe BTopaTa yacT Ha -
Mpena3Bamiara JeHTa.

- Cnen ToBa 3IpaBO MPUTHUCHETE TUTACTUPA HA MACTOTO MY C ) '
JUTaHTa Ha pbKaTa moHe 3a 30 ceKyHIH, 3a 1a ce yBEpHTeE,
4ye prOOBETE ca NpUJICITHAIN J00pe. - ‘%-\
Axko mie Bu e oT momou, Moxke, HApUMep, 1a HANUIIETE JeHs | d

0T ceAMUIIaTa BbPXY IJ1aCTUPA ¢ TBHBK XHMHUKAJI. |

[MnactupbT TpsiOBa Ja ce HOCH MPOJIBIDKUTEITHO, IOKATO HE CTaHE BpeMe 3a MOJIMSIHATA MY C HOB
wacTup. Moxe Ja eKCIepUMEHTHPATE C PA3IMYHU MECTa, KOTaTO MOCTaBATE IJIACTUPA, 3a Ja
OTKpHETE OHE3U, KOUTO ca Hail-ynoOHM 3a Bac U KbJIeTO ApexuTe HAMa J1a Ce TPUSAT C HETO.

Kak na npemaxnere Bamusi Prometax TpancaepmaieH miacTup

BaumarenHo npbenHeTe B €AMHUS BB HA IUIACTUPA U TO OTCTpaHeTe OaBHO OT KoxkaTa. B cimyyaii e
10 KOKaTa OCTaHE OT JISMIOTO, BHUMATEIHO HAMOKpeTe 001acTTa ¢ TOIIa BOAA M MEK CallyH I
6ebenrko 05no, 3a Aa ro orcTpanute. He TpaOBa na ce U3Mon3BaT CIMPT WK APYTH Pa3TBAPSIIH
TEYHOCTH (JIAKOUHUCTHUTEI WM IPYTU Pa3TBOPUTEIIN).

Crnen kaTo OTCTpaHUTE IUIaCTUpPA TPsIOBa Ja M3MUETE PBIIETE CH ChC CallyH M BoAa. B ciydaii Ha
KOHTaKT C OYHTE WM aKo ounTe Bu ce 3auepBar cieq paboTa ¢ macTupa, U3MUITE TH BelHara ¢
OOMJTHO KOJIMYECTBO BOJIA M TIOTHPCETE JIEKAPCKa IOMOIIT, aKO CUMITTOMHUTE HE OT3BYYaT.

Mozke 11 1a HocuTe Bamus Prometax TpancaepMasieHn miacTup 10KaTo ce KbIeTe, IUTyBaTe
WJIH CTe U3JI0JKEeHU Ha CIbHIe?

o Kbnanero, miyBaHeTO MM B3UMAHETO Ha JIyIl HE TPsOBa J1a OKAa3BaT BIMSHUE HA TUIACTHPA.
VYBepere ce, 4e IIacTHpa He ce € pa3xJyiaduil 10 BpeMe Ha Te3H JeHHOCTH.
o He u3naraiite ruiactTupa Ha BHIIHU U3TOYHHIIM HA TOTUTMHA (HAIp. CHITHO CI'BHIIE, CayHa,

COJIApUYM) 3a IBJITH TIEPUOJU OT BpEME.
Kak 1a mocrsnure, ako IJIacTUPbT NMaTHE

AKo mIacTupa majHe, ocTaBeTe HOB 3a OCTaThKa OT JICHS, CJIe/ TOBA Ha CIICABAIINS JICH IO
MOJIMEHETE B 00MYAHOTO BpEeMe.
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Kora u 3a koi1k0 abiro ga nocrasure Bamusa Prometax TPaHCAEPMAJICH INIACTHDP

. 3a ;a mMare moi3a OT JISYCHUETO TPsiOBa Ja MOCTaBATE HOB IUTACTUD BCEKH JICH, 32
MIPEINOYUTAHE [0 €HO U CHIIIO BpeMe Ha JIEHSI.
. Hocere camo o enun mactup Prometax u mogMeHsiTe TiacThpa ¢ HOB ciief 24 Jaca.

AKO cTe M3M0JI3BAJIM I0BeYe 0T Heo0xoauMaTa 103a Prometax

AKO cnyqaﬁHo IIOCTABUTEC ITOBECYC OT €ANH HHaCTI/Ip, OTCTpaHeTe BCUYKHU HHaCTI/IpI/I OT KO’KaTa CH,
cJIe KOeTo yBemoMeTe Barmus jiekap, de clyqdaifHO CTe MMOCTAaBUIIN TIOBEYEe OT €IWH IuTacTup. Moxe
Jla ce Hy>KIaeTe OT JIeKapCcKu rprxu. Hsikou manueHTu, KOUTo ciydyailHO ca MPUEIH NPEKATIEHO MHOTO
Prometax ca uMaJii raJicHe, HOBp’bHIaHe, ;:[Hapm[, BHUCOKO apTepManHo HaJSITaHE U XaAJIFOOUHAIIUN.
MOFaT ChIIO TAaKa Ia HACTBIIST 3a6aBs[He Ha C'prIe‘IHI/IH pI/ITT)M nu HpnnomaBaHe.

AKO cTe MPOIMyCHAJIM 1a u3noJ3Bare Prometax

Axo BuzuTe, ye cTe 3a0paBUIIM Ja OCTAaBUTE IIACTHPA, He3a0aBHO rocTaBeTe HOB. CleaBausIT
IUTACTHP MOKETE Ja MOCTaBUTE B 0OMYafHOTO BpeMe Ha ciieaBamms AeH. He mocrassiite asa
IUTACTHPA 32 CMETKA Ha MPOITyCHATHSL.

AKko cTe cripesiu ynorpedara Ha Prometax
Wndopmupaiite Bamms nexap uinu papManeBT, ako CTe CIIPed Ja yIoTpeOsBaTe miacTipa.

AKO UMaTe HAKaKBH JIOBIHUTEIHNA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamus nexap nim ¢papmManenT.

4. Bb3MOKHY He:KeJIaHU peaKku U

Kakro Bcnuku jexkapcTBa, Prometax TpaHcaepMaiHy IIACTUPU MOTaT J1a MPEIU3BUKAT HEXETaH!
peaKnyu, BbIPEKU Y€ HE BCEKH I'Ml IIOJTy4aBa.

HpI/I 3al104YBaH€ Ha IMpUeMa Ha JICKApCTBOTO WJIM IIPU MOBUIIABAHE Ha J03aTa € Bb3MOXHO I10-9€CTO Ja
HUMaTE HEXKEJIaHU pEAKINU. OOHKHOBEHO HEXKEIIAHNUTE p€aKuu NOCTEIICHHO U3YE3BaT CJIEA KAaTO
OpraHu3MbT IIPUBUKHE KbM JICKAPCTBOTO.

MaxHzeTre muactupa u unpopmupaiite HezadbaBHo Bamus Jiekap, ako 3a0esexure HIKOSL OT
cJIe[THUTE HesKeJIaHW PeaKIiu, KOUTO MOraT A2 CTAHAT CePHO3HM:

Yectu (Morar ma 3acersar a0 1 Ha 10 pymmm)

3ary0a Ha aneTuT

3amasHOCT

YyBCTBO Ha TPEBOKHOCT

Hezaabpikane Ha ypuHaTta (HECTIOCOOHOCT OCTATHYHO Ja C€ 3aAbpKa ypUHATA)
WHpeknus Ha TUKOYHUTE TBTUIIA

TpeBokHOCT

Henpecus

O0BpKaHOCT

I'maBoGonue

IIpumansBane

CroManiHo-4YpeBHH HapyILIEHUs KaTO OBAMTaHe (FaJicHe) Uil [TO3UBH 3a TOBPBIIAHE
(moBpbIIaHe), AUAPUSL

Kucenunn

Kopewmna 6oinka

O06puB

AJIepTUYHHU peakIiy Ha MSACTOTO Ha MOCTABSIHE HA TUIACTHPA, KaTO HAIPUMEDP MEXYPH WIIN
BB3MAJICHUE Ha KOXKaTa

UyBcTBO Ha yMOpa WK ¢1a00CT

. 3ary0a Ha TerJio
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o Bucoxka temnepatypa

Heuectu (Morar ma 3acernar g0 1 Ha 100 xymm)

o IIpoGnemu cbe ChpASYHUS PUTHM, KaTo 3a0aBeH ChpAeUeH PUTHM
CromarmrHa s13Ba

Jexuapararus (3aryda Ha MpeKaJIeHO MHOTO TE€YHOCTH)
CBpBXaKTHBHOCT (MTOBHIIIEHA aKTUBHOCT, O€3MTOKOKCTBO)
Arpecus

Peaxu (Morat na 3acersat 1o 1 va 1 000 mymm)
° [Ipunagspum

Mmuoro peaxu (Morar aa 3acersar a0 1 Ha 10 000 mymm)
° CxoBaHU pBIIC WIN KpaKa U TpErepeHe Ha PhIIETE

C Hen3BecTHA YecTOTa (OT HATUYHHUTE JAHHU HE MOXe Ja ObJIe HallpaBeHa OIICHKA HAa YeCTOTaTa)

o BromaBane Ha cumntomute Ha Oonectta Ha [TapkuHCOH — KaTto TpeMop, CKOBAaHOCT, THTPEHE
Ha Kpakara
o Bpb3nanenue Ha maHkpeaca — MPU3HALMTE ca CUIIHA OOJIKa B TOPHATA YacT Ha KOPEMa, 4eCTOo

IIBTH ChYETaHa C TOBAWTaHe (TaJeHe) WK TIO3HBH 3a MOBPBIIaHe (TIOBPHIIaHE)

YcKopeH Wir HeTpaBWIeH ChpJeueH PUTHM

Bucoko KpbBHO Halsrane

[Ipuctsmm (repUoBe)

UepHompoOHH HapylIeHNUS (TIOXKBIATSIBAaHE HA KOXKaTa, MOKBJITABAHE Ha OSUIOTO HA OYHTE,
HeoOWYaiftHO MOTHMHSIBAHE Ha YPHUHATA W HEOOSICHUMU TaJIcHe, TOBPhINaHe, yMopa H 3aryda
Ha afeTuT)

[Ipomenu B uepHOAPOOHUTE (PYHKIIMOHATHU TECTOBE

UyBcTBO Ha OE3MOKONCTBO

Kommapu

,»[113a* CHHIIPOM (ChCTOSIHUE, BKJIFOUBAIIO HEBOJHO CBUBAHE HA MYCKYJIUTE C HEOOMUYAHO
OT'hBaHE Ha TSAJIOTO W IJIaBaTa Ha €THA CTpaHa)

Bk nane Ha Hella, KOUTO HE ChHINECTBYBAT (XATIOIMHAIIMN)

Tpenepene

CBbHINBOCT

OO6puB, cepbOexK

3auepBsaBaHE Ha KOXKaTa

Mexypu

MaxneTte miactupa u uHpopMmupaiite Bamus gexap He3a0aBHO, aKO MOTYUYHUTE HAKOS OT H30POCHUTE
[I0-TOpe HEXEJaHU PeaKIUH.

Jpyru HexkelaHU peakuuy, Ha0TogaBaHu Npu Prometax kancy/jm u nepopajieH pa3TBop, KOMTO
MOraT 12 Bb3HUKHAT M NPH IJIACTHPA:

Yectu (Morar ma 3acersar a0 1 Ha 10 xymmm)

. IIpekoMepHO OTAESIHE HA CIIIOHKA
. besnokoiicTBO

. OO61110 HEepa3IMoIOKECHUE

. Tpenepene

. [ToBuiieHO MOTEHE

Heuectu (morar ga 3acernar no 1 Ha 100 gymm)

o HemnpaBuiieH cbpaeyeH pUTHM (Hamp. YCKOPEHa ChpJiedHa YecTOoTa)
. Hapyenus Ha cbHA

. BHesamnHa 3ary0a Ha Ch3HaHHE
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Penxu (Morar ma 3acersar 10 1 #a 1 000 mgyrmm)

IIpucTenm (repUoBe)
SI3Ba Ha yepBaTa
I'ppana 60mKa — MOXKE J1a Ce IBJKH U Ha ChPJICYEH CIa3bM

MHuoro peaku (Morat aa 3acertar 10 1 va 10 000 gymmn)

Bucoko kpbBHO Hajisrane

Br3nanenue Ha maHKpeaca — MpU3HAIUTE ca CHITHA OOJIKa B TOPHATA YacT Ha KOPeMa, 9eCTo
IIBTU ChUETaHa C TIOBAUTAHE (TaJCHE) WU TIO3UBH 32 MOBPHINAHE (TIOBPBIAHE)

KbpBeHe oT uepBaTa — U3SABSBAIIO CE KATO KPBB B M3MPAKHEHUATA WM MPH TOBPHITIaHE
Bmxnane Ha Hemra, KOUTO HE CHIIECTBYBAT (XATFOI[MTHALIHIH )

Hsxon manuenTy, KOWTO UMAT CHUJTHH TIO3WBH 3a MTOBPBITAHE MOTAT J1a MOJIydaT pa3KbhCBaHE Ha
Tpb0aTa, KOSATO CBBP3Ba yCTaTa ChC CTOMaxa (XpaHOIIPOBO/IA)

Cho0maBaHe Ha HesKeJaHU peaKnuu

AKO IOJIyYHTe HAKAKBU HE)KEJIaHHU JIKAPCTBCHH PeaKivy, yBeaomere Barus nekap, hapmaneBT Hin
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEIIaHU
peaknur. MoXKeTe ChITO Ja ChOOINUTE HEXKEITAHN PEaKIny JUPEKTHO Upe3 HaI[HOHATHATa CUCTEMA 3a
choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0OIaBaTe He)KEIaHN PeaKIMU, MOXKETE Ja JaJIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€301aCHOCTTAa Ha TOBA JICKAPCTBO.

5.

6.

Kak na cbxpansiBare Prometax

Jla ce cbxpaHsABa Ha MsCTO, HEJOCTHITHO 32 JIeLa.

He u3non3BaiiTe ToBa IeKapcTBO Cilell CPOKA HA TOAHOCT, OTOEIA3aH BHPXY KapTOHEHaTa
omakoBka u cameto cienl “T'onen 10:/EXP”. CpokbT Ha TOJTHOCT OTTOBApsI HA TMOCIEIHUS JICH
OT IIOCOYEHUs Mecell.

Ja He ce cpxpansaBa Hag 25°C.

[Ipenu ynotpeba chxpaHsBaiiTe TpaHCASPMAIHUS TUIACTHP B CAILIETO.

He u3nosn3spaiite miactup, KONTO € NOBPECH WK UMa OeJle3U Ha uyXkJla HaMeca.

Crnen KaTo OTCTpaHUTE IUIACTUPA T'O CTHHETE HATIOJIOBHHA, C JICTISIIIUTE TOBBPXHOCTH HAaBBTPE U
T'H IPUTUCHETE €Ha KbM Apyra. BepHere n3nonsBanus miactup o0OpaTHO B CaIIETO U IO
U3XBBHPIIETE M0 TAKHB HAUMH, Y€ JIa He MOXe Jia ObJie JOCThIIeH 3a Aena. He nunaiite ounte cu
C pblie ¥ U3MUIiTe pBLETE CU C BOJA U CaIlyH, CJIeJ] KaTo OTcTpaHuTe Iactupa. He
M3XBBPIISIITE JIeKapcTBaTa B KaHAJIM3ALKATA WM B KOHTEHHEpa 3a IOMAIIHU OTIaIbLIH.
[onuraiite Bamust papmarieBT kak Ja H3XBBPISITE JEKapCTBAaTa, KOMTO BeUYe HE U3IIOJI3BATE.
Te3u MepKH 111 CIIOMOTHAT 32 Olla3BaHe Ha OKOJIHATA Cpefa.

Cb)n)pma}me Ha onMaKoBKaTa M JOIIbJHHUTEC/IHA I/lHq)OpMaIII/IH

Kakso cbabp:xa Prometax

AKTHBHO BEILLIECTBO: PUBACTUTMUH.

- Prometax 4,6 mg/24 daca TpaHcIepMaliHU IacTHPH: Beekn mmacTup ocBoO0k1aBa
4,6 mg pUBaCTUIMUH 3a 24 4aca, UMa IUIonl 5 cm? ¥ chIbpka 9 mg pUBACTUTMHUH.

- Prometax 9,5 mg/24 yaca TpaHcIepMaliHy IacTUpH: Beeku miacTup 0cBoOOX1aBa
9,5 mg puBacturmuH 3a 24 yaca, uma twioi 10 cm? u chabpika 18 mg puBacTUrMuUH.

- Prometax 13,3 mg/24 yaca Tpancaepmaniu ruiactTupu: Beekn mnactup ocBoOokaaBa
13,3 mg puBacTUrMuH 3a 24 yaca, uMa 1iont 15 cm? u chabpka 27 mg pUBACTUTMUH.

Jpyru chCTaBKU: NONIMETWICHOB Tepedranared (huiim, TakupaH, anda-rokodepod,

noiu(Oy THIIMETAKPHIIAT, METHIIMETAKPHIIAT), aKPUIICH KOTIOJIMMED, CHIIMKOHOBO Maclio,
JUMETHKOH, TIOJIMECTEPEH (M, OOBUT ¢ (hIyoporoaumep.
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Kak u3riexna Prometax u KakBo ChIbpiKa 0NAKOBKATA

Bceku TpancaepMaieH miacTUp € ThHBK U Ce ChbCTOM OT TPHU CJ10s. BBHITHUS ci10M € OSKOB U €
03HAYEH C €IHO OT CJIC/IBAILUTE:

- “Prometax”, “4.6 mg/24 yaca” u “AMCX”,

- “Prometax”, “9.5 mg/24 gaca” u “BHDI”.

- “Prometax”, “13.3 mg/24 yaca” u “CNFU”.

Enwun TpancaepmaieH IiacTap € 3amedaraH B eqHo carne. [tactupuTe ca B OMakOBKH ChIBPIKany 7
nm 30 camrera U B TPYIOBH OMAKOBKHU Chabpikanty 60 wim 90 camera. He BCHUky OMakoBKH MOTaT Ja
ce mpojasar BbB Baiarta ctpana.

IIpuTtexkaTes Ha pa3pelieHHETO 3a yNoTpeda
Almirall, S.A.

Ronda General Mitre, 151

08022 Barcelona

Hcnanns

IpousBoauTe

LTS Lohmann Therapie- Systeme AG
Lohmannstrasse 2

56626 Andernach

T'epmanus

3a nonbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKapPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPEICTaBUTEN Ha MPUTEKATEISI HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien, Buarapus, Ceska republika, Danmark, Deutschland, Eesti, EALGSa,
Espaiia, France, Hrvatska, Ireland, island, Italia, KYmpog, Latvija, Lietuva,
Luxembourg/Luxemburg, Magyarorszig, Malta, Nederland, Norge, Osterreich, Polska,
Portugal, Romania, Slovenija, Slovenska republika, Suomi/Finland, Sverige

Almirall, S.A.

Tél/Tel/Ten./TIf./TnA/Simi/Tel./T1f/Puh: +34 93 291 30 00

JlaTta Ha nocJieHO NpepasriekiaHe HAa JIMCTOBKATa
JApyru n3rouyHunu Ha nHGopmanus

[MonpoOHua nHpOpManus 3a TOBa JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHus
10 JIeKapcTBaTta https://www.ema.europa.eu
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