
3EHPEH H3BEillTAJ 3A OCOEIIHHTE 
HA JIEKOT 

1. 3AiliTIITEHO liME HA ME,I(II:QIIHCKIIOT llPOII3BO,I( 

• EXELON® Tpauc}],epMaJieu cJ)JlaCTep 

2. KBAJIIITATIITBEH II KBAHTIITATIIBEH COCT AB 

• EXELON® TpaHc}],epManeH <PnacTep: oKpyrJJI10T TpaHc}],epManeH <PnacTep m COJ1.p)!(11 cne)lHI1Be 
cnoes11: 

)> )J,oneH cnoj (6e)f( 6oja): PETE (polyethylene terephthalate) 
)> AKTI1BHa cyncTaHI.J,a, MaTp11Kc: polymethacrylate copolymer, vtamin E 
)> ALI.xe311BeH MaTp11Kc: silicone adhesive, dimeticone, vitamin E 
)> Ocno6oLI.yBa'1KI1 cnoj: fluoropolymer-o6BI1TKaH non11ecTep <P11nM 

3. <I>APMA:QEBTCKA <I>OPMA 

• Exelon Tpauc}],epMaJieu ~JiaCTep 5 

5 cm2 OJl TpaHCJlepMMHI10T <PnacTep co)lp)f(11 9 mg rivastigmine; ocno60LI.YBaiheTo Ha aKTI1BHaTa 
cyncTaHI.J,a so KO)f(aTa: 4,6 mg/24 LJaca. 3a)lHaTa cTpaHe e o6eJJe)!(aHa co "AMCX". 

• Exelon Tpauc}],epMaJieu ~JiacTep 10 

10 cm2 OJl TpaHCJlepMaJJHI10T <PnacTep co)lp)f(11 18 mg rivastigmine; ocno6oLI.yBa!-heTo Ha aKTI1BHaTa 
cyncTaHI.J,a so KO)f(aTa: 9,5 mg/24 LJaca. 3a}],HaTa cTpaHe e o6eJJe)!(aHa co "BHDI ". 

4. KJIIIHJiqKJI OCOEEHOCTII 

4.1 TEPAIIEBTCKH HHJ(HKAI(HH 

CI1MnToMaTCKH TpeTMaH Ha nai.J,I1eHTI1 co necHa JlO yMepeHo TewKa )leMeHI.J,I1ja, THn Koj ce jasysa 
Kaj AJJI.J,XaHMeposa 6onecT. 

4.2 J(03HPAJbH H HA lfHH HA YIIOTPEEA 

TpeTMaHOT Tpe6a )la ro 3anoLJHe 11 Ha)lrJJe}],ysa Ll.OKTop Koj 11Ma 11CKYCTBO so JlHjarHOCTI1I.J,Hpa!-heTo 
11 TpeTMaHOT Ha Ani.J,xa11MeposaTa )leMeHI.J,Hja. TpeTMaHOT MO)f(e )la ce 3anoLJHe caMo }],OKOJJKY e 
npHCYTHa coo)lBeTHa oco6a Koja Ke ja cne}],l1 ynorpe6aTa Ha Me}],I1I.J,I1HCKI10T npenapaT OJl cTpaHa 
Ha nai.J,HeHTOT. )J,I1jarH03aTa Tpe6a }],a 611}],e )lOHeCeHa COfJlaCHO CO Ba)f(elJKI1Te npOTOKOJll1. 

MeTOLI. ua a}],MHHHCTpau.uja 
Tpac}],epMaJJHI10T p11saCTI1fMI1H <PnacTep ce anJJHI.J,11pa e}],Haw Ha }],eH Ha '111CTa, cysa, 6e3 snaKHa 
11HTaKTHa KO)f(a Ha ropHHOT 11n11 }],OJJHI10T )len OJl rp6oT, Ha)lnaK af"aiti7I~pa)li1Te. CeneKI.J,I1jaTa 
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Ha MeCTOTO Ha anm:IKaJ . .(I1ja Tpe6a )J,a 611.ue Ha MeCTO Ka)J,e WTO KO)!(aTa He e BO TeCeH )J,On11p CO 
o611eKaTa. TpaHc.uepMa11HI10T cp11acTep He cMee .ua ce an11111:.(11pa Ha KO)!(a Koja rnTo e u,pseHa, 
HpHTHpaHa 111111 owTeTeHa. MecToTo Ha an1111Kau,11jaTa Tpe6a .ua ce MeHysa ceKoj .ueH 3a .ua ce 
H36erHe HpHTau,l1jaTa Ha KO)!(aTa 11 3r011eMeHaTa 113110)!(eHOCT. TpaHc.uepMaJIHI10T cp11acTep He cMee 
.ua ce an1111U,11pa Ha 11CTO MecTo noseR:e o.u e.uHarn so TeK Ha 14 .ueHa co u,e11 .ua ce MI1HI1MI1311pa 
nOTeHU11ja11HI10T p11311K O.[l11p11TaU,I1ja Ha KO)!(aTa. 

TpaHc.uepMaJIHI10T cp11acTep Tpe6a .ua ce np11TI1CHe u,spcTo .uo.ueKa y6aso ce 3a11en11. 

TpaHc.uepMaJIHI10T cp11acTep Tpe6a .ua ce 3aMeHI1 co HOB no 24 '--Iaca. CaMo e.ueH TpaHc.uepManeH 
cj)JiaCTep MO)!(e .ua 611.ue an1111U,11paH. I1au,l1eHTI1Te 11 1111u,aTa KOI1 ce o.urosopH11 3a HI1B Tpe6a .ua 
611.uaT .uo6po o6H'-IeHH . 

.ll.oJupalha 

TpaHc.uepMaJJeH «J)JlaCTep KoJJu•mHa Ha pu8aCTHrMHH In vivo ocJJo6o.uy8alhe Ha 
80 eJJ,eH TpaHcJJ,epMaJJeH pu8acurMHH 80 TeK Ha 24 

!JlJJacTep qaca 

Exelon TpaHCJJ.epMaJJeH 
9mg 4.6mg 

!JlJJacTep 5 

Exelon TpaHcJJ,epMaJJeH 
18 mg 9.5mg 

!JlJJaCTep 10 

TpeTMaHoT ce Jano'-IHysa co an1111Kau,11ja Ha Exelon TpaHc.uepMaJIHI10T cp11acTep 5, e.uHaw Ha .ueH. 
)J,OK011KY )J,06po ce T011ep11pa MI1HI1MYM 4 He)J,e1111 O)J, TpeTMaHOT, )J,03aTa MO)!(e )J,a Ce 3rOJieMI1 CO 
an1111Kau,11ja Ha Exelon TpaHc.uepMaJIHI10T cp11aceT 10, Koja rnTo e scywHocT npenopa'-IaHaTa 
ecpeKTI1BHa )J,03a. 

KaKo .uo3a Ha o.up)!(yBaJ-be ce npenopaqysa Exelon rpaHc.uepMa11HI10T cp11acTep 10, 11 MO)!(e .ua ce 
npO.ll011)!(11 ce )J,O)J,eKa nOCTOH Tepani1CKI1 6eHecp11T 3a nau11eHTOT. 

)J,OK011KY Ce nojasaT raCTp011HTeCTI1HaJIHI1 HeCaKaHI1 ecpeKTI1 11/111111 eKCTpan11paMI1):la11HI1 
CHMnTOM11 (np. TpeMop), TpeTMaHOT Tpe6a np11BpeMeHO )J,a Ce npeKI1He ce .[le.[leKa HeCaKaHI1Te 
ecpeKTI1 He ce nos11e'-!aT. TpeTMaHOT co TpaHc.uepMaJIHI10T cp11acTep Tp6a .ua npo.U011)!(11 co 11CTaTa 
.U03a aKo He 61111 npeKI1HaT noseR:e o.u 3 .ueHa. AKo npeKI1HOT Tpae11 no.uo11ro, TpeTMaHOT Tpe6a 
nosTopHo .ua 3ano'-!He co Exelon TpaHc.uepMa11HI10T cp11acTep 5. )J,oK011KY HecaKaHI1Te ecpeKTI1 ce 
nojasaT 11 no noBTOpHOTo 3anO'-IHYBaJ-be Ha TpeTMaHoT, norpe6Ho e .ua ce Hanpasl1 np11speMHO 
HaMa11ysal-ba Ha .U03aTa, O.UHOCHO .ua ce ynoTpe6ysa .uo3aTa Koja npeTx acr:;n.6~~ no.uHecysana. 
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flpeOf3Jbe (KOHBep3Hj3) 0,[1, Tep3nHj3 CO K3nCyJIH HJIH nepop3JieH p3CTBOp 

npu npeof3Jbe 0.11. Tep3nuj3 co nepop3JieH p3CTBop H3 Tp3HC.JJ.epM3JieH ~JI3CTep He e 

B03MO)KH0 npe ... H3HO )1.3 ce O.JJ.p)KH HCT3T3 )1.033. Il3L(I1eHTHTe KOI1 npeTXO)J,HO 61111e TpeT11p3HI1 CO 

Exelon K3ncy1111 111111 Exelon nepopaneH p3CTBop, Tpe63 ,[1,3 npeMI1H3T H3 Exelon TP3HC)J,epM311eH 

cp113CTep npeM3 C11e)J,HOBo : 

• Il3L(I1eHTI1Te KOI1 3eM311e nepopanH3 )1,033 H3 riv3stigmine O)J, 3 mg/ H3 )J,eH MO)I(e )1,3 npeMI1H3T 

H3 Exelon Tp3HC)J,epMMHI10T tP113CTep 5 (4,6 mg riv3stigmine/24 '-Iac3). 

• Il3U11eHTI1Te KOI1 3eM311e nepopanH3 )1,033 H3 riv3stigmine O)J, 6 mg/H3 )J,eH MO)I(e )1,3 npeMI1H3T 

H3 Exelon Tp3HC)J,epMMHI10T tP113CTep 5 ( 4,6 mg riv3stigmine/24 '-IaC3). 

• IT3U11eHTI1Te KOI1 np11M33T cn61111H3 11 )J,o6po j3 no)J,Hecys33T )J,033T3 O)J, 9 mg/ H3 )J,eH MO)I(e )1,3 

npeM11H3T H3 Exelon Tp3HC)J,epM311HI10T tP113CTep 10 (9,5 mg riv3stigmine H3 24 '-IC3). AKo 

nepop311H3T3 )1,033 O)J, 9 mg H3 )J,eH He e CT361111H3 111111 n3U11eHTOT He j3 no)J,Hecys3 )J,o6po, ce 

npenop3'-IYB3 )1,3 npeMI1He H3 Exelon Tp3HC)J,epMMHI10T tP113CTep 5. 
• IT3L(I1eHTI1Te KOI1 3eMane nepopanH3 )1,033 H3 riv3stigmine OJ], 12 mg/ H3 )J,eH MO)I(e )1,3 npeMHH3T 

H3 Exelon Tp3HC)J,epMMHI10T tP113CTep 10 (9,5 mg riv3stigmine/24 '-I3C3) . 

YnoTpe63 K3j n3.._ueHTH co 6y6pe)KHH H3pyrnyB3Jb3 

He e noTpe6Ho np11113fO)J,yBmne H3 )J,033T3 K3j n3L(I1eHTI1Te co 6y6pe)I(HI1 H3pywyB31h3. 

YnoTpe6a K3j .11.e.._3 u 3.JJ.OJiec.._eHTH no.11. 18 ro.uuHu 

He ce npenop3'-IYB3 riv3stigmine )1,3 ce ynoTpe6ys3 K3j )J,el(3. 

4.3 KOHTPAHHJ{HKAI(HH 

YnoTpe63Ta H3 Exelon Tp3HC)J,epM3JIHI10T tPJI3CTep e KOHTp311H)J,I1L(11p3H K3j n3L(I1eHTI1Te co 

n03H3T3 npeoceT1111BOCT KOH riV3Stigmin, J],pyri1Te K3p63M3THI1 )J,ep11B3TI1 K3KO 11 KOH J],pyri1Te 

COCT3BHI1 )J,e110BI1 H3 npen3p3TOT. EtP11K3CHOCT3 11 Cl1rypHOCT3 H3 riV3Stigmin He e 11Clli1TYB3H3 K3j 

n3ul1eHTI1 co TewKI1 xen3TMHI1 H3pywyB31h3. 

4.4 llOCEEHH MEPKH HA llPETllA3JIHBOCT H llPE,l{YllPE,l{YBAlbA 

Co 3f011eMyB31he H3 )J,033T3 ce 3roJieMyB3 11 11HL(I1)J,eHL(3T3 11 T)I(I1H3T3 H3 HeC3K3HI1Te e<PeKTI1 , 

noce6Ho np11 npoMeH3T3 H3 )J,033T3. )l.oK011KY TpeTM3HOT e npeKI1H3T3 noseK:e O)J, 3 )J,eH3, 

nosTopHoTo 33nO'-IHYB31he H3 Tep3nl1j3Ta Tpe63 )1,3 611J],e co Exelon Tp3HC)J,epMMHI10T tPJI3CTep 5. 

r3cTp011HTeCTI1H311HI1Te nopeMeTyB31h3 K3KO WTO ce f3)J,e!he 11 nosp3K3!he MO)I(e )1,3 ce noj3B3T H3 

noYeToKoT H3 TpeTM3HOT 11/11JI11 np11 3f011eMyB3!heTo H3 )J,033T3. 

Kaj n3U11eHTI1Te co A11UX311Mepos3 6o11eCT 33 speMe H3 TpeTM3HOT co 11HXI1611TOp11p H3 

XOJII1HecTep333, so K011 cn3r3 11 riv3stigmin MO)I(e )1,3 )J,Oj)J,e )J,O H3M3JIYB3!he H3 TeJieCH3T3 Te)I(I1H3. 

Ilop3)1,11 T03 33 speMe H3 TpeTM3HOT co Exelon 
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noTpe6Ho e .ua ce c11e.n11 Te11eCHaTa Te)l(I1Ha. 
Exelon TpaHc.nepMa11HI10T 4:>11acTep, KaKo 11 .npymTe X01111Hepr11'-IHI1 cyncTaHu,l1, Mopa co 
npema31111BOCT .ua ce ynoTpe6yBa Kaj nau,l1eHTI1Te co "sick sinus syndrome" 111111 .npym 
nopeMeTyBaEha BO cnpoBe)J.yBaEheTO ( CI1HOaTp11jMeH 6110K , aTpHOBeHTpHKy11apeH 6110K); Kaj 
nau,l1eHTI1Te CO racTp11THC 1111!1 .UYO.UeHaneH Y11Kyc, 1111!1 Kaj nau,HeHTHTe CO npe.U11Cf10311U,Hja Ha 
OBI1e 3a6o11yBaEha, nopa.n11 MO)l(HaTa 3f011eMeHa CeKpeu,Hja Ha KHCe1111HH BO )l(e11y.UHHKOT 
(X01111Heprl1'-IHaTa CTI1My11aU,Hja MO)l(e )).a ja 3f011eMH CeKpeu,HjaTa Ha KI1Ce1111HH BO )l(e11y.UHHKOT). 
0opa.U11 TO npema311HBOCT e f10Tpe6Ha l1 np11 HCTOBpeMeHa ynoTpe6a Ha HeCTepOH)J.HH 
aHTI111H<J.:>11aMaTOpH11 11eKOBH HJIH aHTHpeyMaTHU,11); Kaj nau,HeHTH CO npe)J.HCIT03HU,Hja Ha yp11HapH11 
OITCTpyKU,I111 1111 KOHBYJ1311H, 3aTOa lliTO X01111HOMI1MeTI1U,I1Te MO)l(e )).a rl1 B110WaT OBHe COCTOj6H; 
Kaj nau11eHTI1 co acTMa H .upym oncTpyKTHBHI1 ny11MOHMHI1 3a6o11ysaH>a. 

KaKo 11 .upymTe X011HHOMHMeT11U11, rivastigmin MO)l(e .ua m B110WI1 eKCTpanHpaMH.Ua11HHTe 
CI1MITTOM11. B110WyBaEheTO Ha CI1MITTOMI1Te Ha IlapK11HCOHOBI10T C11H.UpOM l1 ITOBpeMeH TpeMOp 
611110 3a6eJJe)l(aHo Kaj naul1eHTI1Te co IlapKHHCOH co .neMeHu,Hja KOH 61111e TpeTHpaHI1 co Exelon 
Kancyni1Te. BaKBH HecaKaHH e<J.:>eKTH MO)l(e .ua ce nojasaT 11 npH ynoTpe6aTa Ha Exelon 
TpaHC)J.epMaJJHHOT <J.:>11aCTep. 

Kaj nau11eHTI1Te co TenecHa Te)l(HHa no.u 50 kg nojaBaTa Ha HecaKaHI1 e<J.:>eKTI1 11 npeKI1HyBaH>eTo Ha 
TpeTMaHOT KaKO pe3yJJTaT Ha HeCaKaHI1Te e<J.:>eKTI1 e 3f011eMeHO. 

4.5 lfHTEPAKl(JIIf 

CneuHcpH'-IHH CTY.UHH Ha HHTepaKu,HH co Exelon TpaHc.nepMMHHOT <J.:>nacTep He ce H3Be.neHH. Co 
Or11e)J. Ha TOa WTO <J.:>apMaKOKI1HeTI1KaTa Ha TPaHC)J.epMa11HHOT cp11aCTep e pa3III1'IHa 0)). OHaa Ha 
nepopaJJHHTe )J.03a)l(HH <J.:>opMH, HHTepaKU,HHTe KOH MO)l(aT .na Ce jaBaT 

Rivastigmin BOr11aBHO ce MeTa6o11113Hpa co x11.npo11113a co noMow Ha ecTepma. MHHHMa11HO ce 
MeTa6onH3Hpa 11 co nocpe.ucTBO Ha UHToxpoM P450 H30eH3HMHTe. Ilopa.u11 Toa He ce oLJeKyBaaT 
CjlapMaKOKHHeTCKH HHTepaKU1111 CO .npyr11 11eKOBI1 KOI1 Ce MeTa601111311paaT CO OBI1e eH3HMI1. 

VlcTo TaKa, He ce 3a6eJJe)l(aHI1 <J.:>apMaKOKI1HeTCKI1 HHTepaKU,I1H noMefy rivastigmin 11 digoxin, 
warfarin, diazepam 11n11 fluoxetin so CTY.U1111Te HanpaseHI1 Ha 3.UpaBI1 .uo6poB011U,H. 
IlpO)J.OJJ)l(yBafbeTO Ha npOTpOM611HCKOTO BpeMe npe)J.H3BI1KaHO 0)). Bap<J.:>ap11HOT He ce MeHyBa CO 
ynoTpe6aTa Ha rivastigmin. OcseH Toa He e 3a6e11e)l(aHH HecaKaHI1 e<J.:>eKTH Ha cnpoBO.UHHOT CHCTeM 
Ha cpu,eTO npH HCTOBpeMeHa a)J.MI1HI1CTpau,l1ja Ha digoxin H warfare. 

VfCTOBpeMeHaTa 3)J.MHHI1CTpau,Hja Ha rivastigmin CO .Upym LJeCTO ynoTpe6yBaHH 11eKOBH, KaKO WTO 

Ce: aHTaU11.U11, aHTHeMeTHU,I1, aHTI1)J.Hja6eTI1U,H, aHTI1XI1nepTeH311BI1 CO u,eHTPMHO .nejCTBO, ~-

6JJOKaTOpH, KaJJU,HYM aHTafOHI1CTH, HHOTpOOHI1 JJeKOBI1, 11eKOBH 3a angina pectoris, HeCTep011)J.HI1 
aHTI1H<J.:>11aMaTOpHH 11eKOBH, ecTporeHI1, aHanreTI1U,H, 6eH30)).11a3eOI1HI1 11 aHTI1XHCTaMHHHU,H, He ja 

npoMeHH11e KHHeTI1KaTa Ha rivastigmin, 11 He e nosp3aHa co 3r011eMyBaH>eTo Ha pH311KOT o.u nojaBa 
Ha KJJHHHLJKH pe11eBaHTHH HeCaKaHH e<J.:>eKT11. 

He ITOCTOjaT HCKYCTBa 3a M0)l(HI1 HHTepaKU,l111 np11 HCTOBpeMeHaTa a)J.MHHHCTPaU,Hja Ha rivastigmin 
CO aHKCHOJJHTHU11Te ( OCBeH 6eH30)).11a3ef111HI1Te ), aHTHITCI1XOT11U11Te ( OCBeH p11Cnep11.UOH ), 
aHTI1ef111JleiTT11U11Te 11JJI1 aHTI1)J.enpeCI1BI1Te. 

Bp3 6a3a Ha HerOBI1Te <J.:>apMaKO.U11HaMCKI1 11CKYCTBa, rivastigmin 
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HCTOBpeMeHO CO JJ,pym XOJ1HHOMHMeHHJ,H, 3aTOa lllTO MO)!(He JJ,a HHTep<PepHpa CO JJ,ejCTBOTO Ha 
aHTHXOJ1HHeprHYHHTe J1eKOBH. 

KaKO HHXH6HTOp Ha XOJ1HHeCTepa3aTa, rivastigmin MO)!(e JJ,a ro noTeHUHpa JJ,ejCTBOTO Ha 
cyKUHHHnxonHH- MycKynHHTe penaKcaTopH 3a speMe Ha aHecTe3HjaTa. 

4.6. EPEMEHOCT H J{OEJbE 

l>peMeHOCT 

CTyJJ,HHTe so KOH e HCnHTysaH TepaToreHHOT noTeHUHjan Ha rivastigmin noKa)!(aJie JJ,eKa He 
noceJJ,ysa TepaToreH noTeHuHjan. Ho co orne)], Ha Toa WTO He nocTojaT cooJJ,BeTHH KJIHHHYKH 
HcnHTysal-ba Kaj 6peMeHH )!(eHH, noTp6Ha e npeTna3JIHBOCT Kora ce ynoTpe6ysa 3a speMe Ha 
6peMeHOCTa. 

Rivastigmin ce eKcKpeTHpa so MJieKOTO Kaj )!(HBOTHHTe. He e no3HaTo JJ,aJIH rivastigmin ce 
eKCKpeTHpa so xyMaHoTo MneKo. ITopaJJ,H Toa nauHeHTKHTe TPe6a JJ,a ce B03JJ,p)!(aT OJJ, JJ,Oel-be 3a 
BpeMe Ha TpeTMaHOT HJ1H JJ,a ro OJJ,6HjaT JJ,OeHYeTO npeJJ, JJ,a ro 3anOYHaT TpeTMaHOT. 

4. 7 E([)EKTH HA JJEKOT BP3 YllPABYBAJbE CO MOTOPHO B03HJJO HJJH 
MAllllfHA 

AnuxanMeposaTa 6onecT MO)!(e JJ,a ro OTe)!(He ynpasysal-beTo co MOTOpHo B03HJIO HJIH MaWHHa HJ1H 
Toa JJ,a 6HJJ,e HeB03MmKHO. Rivastigmin MO)!(e JJ,a npeJJ,H3BHKa spTornasHua 11 nocnaHOCT, noce6Ho 
Ha noYeTOKOT Ha TpeTMaHOT HJ1H Kora JJ,03aTa ce 3roneMysa. Kaj nauHeHTHTe co JJ,eMeHUHja 
Tpen1paHH co rivastigmin, cnoco6HOCTa JJ,a ynpasysaaT co MOTOpHo B03Hno HJIH MaWHHH Tpe6a JJ,a 
ro esanyHpa JJ,OKTOpOT WTO ro neKysa. 

4.8 HECAKAHH J{EJCTBA 

YIHUHJJ,eHuaTa Ha HecaKaHHTe JJ,ejcTsa Kaj nauHeHTHTe TpeTHpaHH co Exelon TpaHcJJ,epManHHOT 
cpnaCTe 10 (9.5 mg/24 yaca) e noMana so OJJ,Hoc Ha nojasaTa Ha HecaKaHHTe JJ,ejcTsa Kaj 
nauHeHTHTe TpeTHpaHH co Exelon KancynHTe (JJ,o 12 mg/Ha JJ,eH). HajYeCTH HecaKaHH JJ,ejcTBa ce 
raJJ,el-be H nospaK:al-be. 
HajYeCTHTe HeCaKaHH JJ,ejCTBa Ce OJ], CTpaHa Ha raCTpOHHTeCTHHMHHOT CHCTeM KaKO lliTO Ce 

raJJ,el-be H nospaK:al-be H ce jasysaaT noce6Ho Kora HMa npoMeHa Ha JJ,03aTa, OJJ,HOCHO Kora JJ,03aTa 
ce 3roneMysa .. 

Ha cneJJ,Hasa JIHCTa K:e 6HJJ,aT HaseJJ,eHH HecaKaHHTe JJ,ejcTsa npHjaseHH so eJJ,Ha 24-MeceYHa 
JJ,ynno-cnena, nnaue6o KOHTponHpaHa KJIHHHYKa cTyJJ,Hja Ha 291 nauHeHT co AnuxaHMeposa 
JJ,eMeHUHja TpeTHpaHH co Exelon TPaHcJJ,epManHHTe <PnacepH so pa3JIHYHH JJ,03H. 

LfecToTa 

MHory YeCO (> 1/1 0), YeCTO (> 11100 )],0 <111 0), noMaJ1KY YeCTO (> 1/1000 )],0 <111 00), peTKO (> 1110 

000 )],0 <1/1000), MHOry peTKO (<1/10 000). 
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flopeMeTyBaJ-be Ha MeTa60JIH3MOT H HCXpauaTa 
4ecTo: ry6eH>e Ha anenn, HaMaJieH anenn. 
fiCHXHaTpHCKH nopeMeTyBalha 
4eCTO: aHKCI103HOCT, ,a_enpec11ja, HeCOHHQa. 
flOMaJIKY 4eCTO: an1TaQHja, ,a_em:1p11yM, Xa11YL\11Hal\1111 . 

flopeMeTyBaJ-be ua uepBHHOT CHCTeM 
4ecTo: rnaso6onKa, BpTornaBI1L\a. 
Hesoo611qaeHo: Qepe6posacKynapH11 nopeMeTyBaH>a, CI1HKona, nocnaHOCT. 
MHory peTKo: eKcTpan11paM11Aa11HI1 CI1CTeMI1. 

Cpu,esu nopeMeTyBalha 
Hesoo611qaeHo: ap11TMI1ja (6pa,a_11Kap,a_11ja, cynpaseHTp11KynapH11 eKcTpaci1CT01111). 

facTpOHHTeCTHHaJIHH nopeMeTyBalha 
L!ecTo: nospai(aH>e, ra,a_eH>e, ,a_11cnenc11ja, a6,a_OMI1HanHa 6onKa. 
Hesoo6w1aeHo: racTp114eH ynKyc, racTPOI1HTeCTI1HaJ1HI1 xeMoparl111 (xeMoparw-IeH ,a_yo,a_eHI1T11C) 

Koma 
Hesoo6114aeHo:x11nepx11,a_poc11c. 

reuepaJIHH nopeMeTyBalha " npoMeuu ua MeCTOTO ua aAMHHHCTpau,uja 
L!ecTo: upseHI1J10 Ha MeCTOTO Ha anJ111KaQI1jaTa, npyp11Tyc 111111 e,a_eM, 3aMop, acTeHI1a. 
Hesoo6114aeHo: KOHTaKTeH ,a_epMaTI1TI1C, 113HeMOWTeHOCT. 

Ta6ena 1: HecaKaHI1 ,a_ejcTBa (~2% Kaj CI1Te rpyn11) ,a_o611eH11 OA 24 He,a_enHaTa cTy,a_uja co Exe1on 
TpaHc,a_epMaJ1HI10T cpnacTep Kaj naQI1eHTI1Te co AnQxa11Meposa ,a_eMeHQ11ja. 

HecaKauu ,a_ejCTsa Exelon 
Kaj nau,HeHTH co Tpauc,a_epMaJieu 
AJI u,xaj Meposa lilJiacTep 10 (9.5 
LJ.eMeuu,uja (~2% Kaj mg/24 qaca) 

cuTe rpynu) n (%) 
BKynHo nau11eHTI1 BO 291 
CTYA11jaTa 
BKynHo nau11eHTI1 co 147 (50.5) 
HecKaHI1 ,a_ejcTBa 
ra,a_eH>e 21 (7.2) 
flospaK:aH>e 18(6.2) 
L1.11apea 18 (6.2) 
fy6el-be Ha Te)I{J1Ha 8 (2.7) 
BpTornas11ua 7 (2.4) 
HaManeH aneTHT 2 (0.7) 
f naB060J1Ka 10(3.4) 
fy6el-be Ha aneTHT 7 (2.4) 
LJ.enpec11ja 11 (3.8) 
HecoH11Ua 4 (1.4) 

6 

Exelon KancyJIH, 12 
mg/ua ,a_eu 

n (%) 
294 

186 (63.3) 

68 (23.1) 
50 (17.0) 
16 (5.4) 
16 (5.4) 
22 (7.5) 
12 (4.1) 
18(6.1) 
14 (4.8) 
13 (4.4) 
6 (2.0) 

llJiau,e6o 

n (%) 
302 

139 (46.0) 

15 (5.0) 
10 (3 .3) 
10 (3.3) 
4(1.3) 
7 (2.3) 
3 ( 1.0) 
5 ( 1. 7) 
3 ( 1.0) 
4(1.3) 

...6._ (2.0) 
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A6JIOMI1HaJma 6onKa 7 (2.4 4(1.4) 2 (0.7) 
EonKBO ropH110T )len 
Ha a6)lOMeHOT 3 (I) 6 (2) 6 (2) 
AcTeHI1a 5 (1. 7) I7 (5.8) 3 ( 1.0) 
AHU1103HOCT 9 (3 .I) 5 ( 1. 7) 4 (1.3) 
3aMop 5 (1.7) 2 (0.7) 4(1.3) 

HecaKaHI1Te )lejcTBa KOI1 611ne 3a6ene)l(aHI1 3a speMe Ha a)lMI1HI1CTpau.l1jaTa Ha Exelon Kancyn11Te 11 
nepopanHI10T pacTsop ce cne)lHI1Be (H11BHaTa nojasa e MO)I(Ha 11 ynoTpe6aTa Ha Exelon 
TpaHCJiepManHI10T <jJnacTep ): 11HQJeKIJ.I111 Ha yp11HapH110T TpaKT, Xl1nepTeH311ja, naHKpeaTI1TI1C 11 
TeWKI1 nospaKalba nosp3aHI1 e3o<jJareanHa pynTypa (MHory peTKO ), KOHsym1111, aHri1Ha neKTOp11c, 
)ly)leHaneH ynKyC, a6HOpMMHI1 xenaTMHI1 TeCTOBI1, HeHa)leeH na)l (HeB00611'-IaeHO), TpeMOp, 
KOHCpy311ja ( '-leCTO ). 

HpwTau.wja Ha KomaTa 

Bo c11Te Kni1HI1'-IKI1 CTY)ll111, 611na KOp11cTeHa cKanaTa 3a 11p11TaU.11ja Ha KO)I(aTa co uen .na ce 
npoueHI1 peaKU11jaTa Ha KO)I(aTa 11 )la Ce YTBp)l11 CTeneHOT Ha IJ.pBeHI1flO, OTOK, )leCKBaMaiJ.I1ja, 
Ql11cyp11 11 6onKa/neu.Kalbe/)l(apei-be Ha MecToTo Ha ann11Kau11jaTa. HajqecTo np11jasysaH CI1MnTOM 
611n ep11TeM Ha KO)I(aTa Koj so HajroneM 6poj Ha cnyqa11 ce ry6en so TeK Ha 24 qaca. Bo 24 
He)lenHaTa .nynno-cnena cTy.n11ja HajqecTI1 CI1MnTOMI1 Ha CKanaTa 3a 11p11Tau.11ja co Exelon 
TpaHc.nepManHI10T <jJnacTep 10 (9.5 mg/24 qaca) 611ne: MHory necHa (21.8%), necHa (12.5%) 11n11 
cpeJIHO TewKa (6.5%) ep11TeMa 11 MHory neceH (1I.9%), neceH (7.3%) 11n11 cpe.nHo Te)I(OK (5.0%) 
npyp11Tyc. HajqecTo np11jasysaH11 TeWKI1 CI1MnTOMI1 co Exelon TpaHc.nepManHI10T <jJnacTep IO (9.5 
mg/24 yaca) 611ne npyp11Tyc (1.7%) 11 ep11TeMa (1.1%). HajroneM 6poj o.n peaKU11jaTa Ha KO)I(aTa ce 
Ha MeCTOTO Ha anni1KaU.11jaTa, 11 CaMO Kaj 2.4% O)l nau11eHTI1Te KOI1 fO KOp11CTene ExeJon 
TpaHc.nepManHI10T <jJnacTep I 0 (9.5 mg/24 qaca).nose.nysaaT .no npe.nspeMeHo npeKI1Hysalbe Ha 
TepamtJaTa. 

4.9 flPEJ(03HPAibE 

CuMnmoMu 

Bo HajroneM 6poj Ha cnyqa11 Ha npe)l0311pai-ba co nepopanH110p rivastigmin, He ce 3a6ene)l(aHI1 
Kni1HI1'-IKI1 3HaU11 11 CI1MnTOMI1, 11 cKopo CI1Te nau11eHTI1 npo.non)l(11ne co TpeTMaHOT. Kn11HI1'-IKI1Te 
CI1MnTOMI1 KOI1 MO)I(aT .na ce nojasaT np11 npe.no3Hpalhe ce cne)lHI1Be: ra.nelbe, nospaKalbe, .n11japea, 
xl1nepTeH311ja 11 xanyU.11HaU.1111. KaKo pe3ynTaT Ha no3HaTI1Te saroTOHI1'-IHI1 e<jJeKT Ha 
HHXH611TOp11Te Ha XOfli1HeCTepa3a Bp3 pa60TaTa Ha CpiJ.eTO, 11CTO TaKa MO)I(e )la Ce jaBI1 
6paJ111Kap.n11ja 11/11n11 CI1HKona. Bo ni1TepaTypaTa 11Ma )lOKyMeHT11paHo cnyqaj Ha Tpyelbe co 
rivastigmin so JI03a OJI 46 mg. ITo KOH3epsaTI1BHOTO neKysalbe, 6onHI10T u.enocHo ce onopas11n so 
nep110JI o.n 24 qaca. 

)],o cera He noCTojaT no)laTOU.11 3a npeJI0311pai-be co Exelon TpaHc.nepManHI10T <jJnacTep. 

TpemMaH 

Rivastigmin HMa Ofla3MaTCKI1 nony-)1(11BOT 
7 
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aueTHJIXOJH1HeCTep11HCKa HHXI1611U11ja O)l OKOJIY 9 'faCa. Tiopa)ll1 TOa, Kaj CJiyi.Jal1 Ha aCI1MTOMaTCKO 

npe)l0311pa!-be, ce npenopai.Jysa )la ce oTcTpaHI1 TpaHc)lepMaJIHI10T cpnacTep, 11 )la He ce anJI11U11pa 

HOB so TeK Ha 24 I.Jaca. Kaj npe)l0311pa!-be noBp3aHo co TewKo ra)lel-be 11 nospaKalhe MO)!(e )la ce 

np11MeHI1 HeKOj aHTHeMeTI1K. Tio noTpe6a MO)!(e )la Ce ynoTpe611 CI1MOTOM3TCKa Tepan11ja 33 

JlpymTe HeCaKaHI1 )lejCTBa. 

Kaj MaCOBHO npe)l0311pa!-be, KaKo aHTI1JlOT ce KopHCTI1 arponi1H cyncpaT co noi.JeTHa Jl03a OJl 0.003 

mg/kg HHTpa secKI1. Bo 3aBI1CHOCT OJl KJI11HHI.JKHOT o)lrosop )l03aTa MO)!(e )la ce 3fOJieM11. 

YnoTpe6aTa Ha cKononaMI1H KaKo aHTI1JlOT He ce npenopai.Jysa. 

5.0 $APMAKOJIOIIIKII OCOliEHOCTII 

A TC KJiacHcp11KaU11ja: N06DA03 

5.1 ([JAPMAKOJ(lf HAMCKJI CBOJCTBA 

naTOJIOWKI1Te npoMeHI1 Ha Anuxai1MepoBaTa 6onecT ce O)lHecysaaT Ha XOJII1HeprH'IHI1Te HepBHI1 

naTI1WTa KOI1 ce npoeKTHpaaT O)l fOJieMHOT M030K )lO KOpaTa Ha Xl1nOKaMnyCOT. 0BI1e naTI1WT3 Ce 

BKJiyi.JeHI1 so Ha yi.Jel-beTo, MeMop11jaTa, BHI1MaHI1eTo 11 KOrHI1TI1BHI1Te np0L~ec11. Rivastigmin, e 

HHXI1611TOp Ha aueTI1JIXOJI11HeCTepa3aTa 11 6yT11p11JIXOJII1HeCTepa3aTa O)l Kap6aMaTCKI1 CO 

UeHTpaJIHO )lejCTBO, 11 Ce CMeTa )leKa ja OJieCHyBa XOJII1Hepr11I.JHaTa HeypoTpaHCMI1CI1ja npeKy 

3a6aByBal-he Ha )lerpa)laU11jaTa Ha OCJI060)lyBalheTO Ha aueTI1JIXOJII1HOT O)l cpyHKU110HaJIHI1Te 

HHTaKTHI1 XOJIHHeprH'IHI1 HeypOHI1. ilO)laTOUI1Te )l0611eHI1 O)l 11COI1TyBal-haTa HanpaBeHI1 Ha 

)!\11BOTHI1 OOKa)!(aJie )leKa rivastigmin CeJieKTI1BHO ja 3fOJieMI1JI pacnOJI0)!(11BOCTa Ha 

aueTHJIXOJII1HOT BO KOpTeKCOT 11 XI100KaMnyCOT. Tiopa)ll1 TOa ExeJon MO)!(e )la fO OO)l06p11 ecpeKTOT 

XOJIHHepr11I.JHO npe)li13BI1KaHI10T KOfHI1TI1BeH )lecp11U11T Kaj naul1eHTI1Te CO )leMeHUI1ja OOBp3aHa CO 

AJIUXai1MepoBa 6oJieCT. 11CTO TaKa nOCTOjaT 11H)li1KaUI111 )leKa 11HXI1611UI1jaTa Ha XOJII1HeCTepa3aTa 

MO)!(e )la fO 3a6aBI1 C03)laBalheTO Ha aM11JI011)lOfeHI1 6eTa-aM11JI011)l npeKypcOpH11Te npOTei1H 

Q)parMeHTI1 (APP fragments). Osa 11CTO TaKa JlOBe)lyBa 3a6asysal-be Ha cpopM11palheTo Ha 

aMI1JIOI1JlHH nnaKH, KOI1 ce e)lHI1 OJl Ba)!<HI1Te naTOJIOWKI1 npoMeHI1 Kaj Anuxai1MeposaTa 

)leMeHUHJa. 

Rivastigmin cpopM11pa KosaneHTHa spcKa co TapreTHI10T eH311M, Koja np11speMeHo ro 11HaKTI1B11pa 

eH311MOT. Rivastigmin a)lMI1HI1CTp11paH so Jl03a OJl 3 mg Ka 3Jlpasl1 Ma)!(l1 ja HaManysa aKTI1BHOCTa 

Ha aueTI1JIXOJII1HeCTepa3aTa (AChE) BO uepe6pOCOI1HaJIHaTa Te'!HOCT 3a OKOJIY 40% BO TeK Ha 

npB11Te 1.5 I.Jaca nocne a)lMI1HI1CTpaul1jaTa. BpaKalheTo Ha aKTI1BHOCTa Ha eH311MOT Ha 633HaTa 

JII1HI1ja ce OOCTI1rHyBa 3a OKOJIY 9 I.Jaca OOCJie MaKCI1MaJIHI10T 11HX11611TOpeH ecpeKT. AKTI1BHOCTa Ha 

6yT11p11JIXOJII1HeCTepa3aTa (BuChE) BO uepe6pOCOI1HaJIHaTa Te'IHOCT 611Jia np11BpeMeHO 

HHXI1611paHa Kaj 3)lp3BI1Te )l06pOBOJIUI1, HO OBaa 11HXI1611UI1ja TpaeJia CaMO 3.6 I.Jaca. Kaj 

nauHeHTI1Te co Anuxai1Meposa 6onecT, 11HXI1611UI1jaTa aueTI1JIXOJII1HecTepa3aTa so 

uepe6pOCOI1HaJIHaTa Te'IHOCT npe)li13BI1KaHa O)l rivastigmin 611Jia )l03HO 33BI1CHa )lO HajBI1COKaTa 

HCOHTyBaHa )l03a (6 mg )lBa 03TI1 Ha )leH). 11HXI1611UI1jaTa Ha aKTI1BHOCTa 

6yT11p11JIXOJII1HecTepa3aTa so uepe6pocni1HaJIHaTa Tei.JHOCT Kaj naul1eHTI1Te co Anuxai1Meposa 

6oJieCT 611Jia CJIH'!Ha CO OHaa Ha aueTI1JIXOJII1HeCTepa3aTa. Tioce a)lM11HI1CTpaul1ja Ha 6 mg )lBa naTI1 

Ha JleH, aKTI1BHOCTa ce HaMaJII1Jia OJl 633HaTa JII1HI1ja 3a noseKe OJl 60%. EcpeKTOT Ha rivastigmin 

Bp3 aKTI1BHOCTa Ha aueTI1JIXOJII1HeCTepa3aTa 11 6yT11p11JIXOJII1HeCTepa3aTa BO uepe6pOCOI1HaJIHaTa 

Tei.JHOCT Ce O)lp)!(yBaJia 11 no 12 MeCeU11 O)l a)lMI1HI1CTp3U11jaTa. 3a6eJie)!(aHa 611Jia CTaTI1CTI1WKI1 

CHfH11cp11KaHTHa KOpeJiaUI1ja OOMefy CTeneHOT Ha 11HXI1611UI1jaTa Ha aueTI1 ~ ., epa3aTa 11 
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6yT11p11JIXOJmHecTepa3aTa so LI,epe6pocni1HaJIHaTa Te'-IHOCT npeJJ.H3BI1KaHa OJJ. rivastigmin, H 
npoMeHI1 so KOrHI1TI1BHI1Te nep<j:>opMaHCH Kaj naLJ,HeHTHTe co AJILJ,Xai1Meposa 6onecT. CaMo 
11HXI1611LJ,I1jaTa Ha 6yTHpHJIXOJIHHeCTepa3aTa BO LI,epe6pocnHHaJIHaTa Tel.IHOCT llOKa)l(aJia 
Cl1rHI1<j:>I1KaHTHa KOpeJiaLJ,Hja CO llO)J.06pyBaiha BO cy6TeCTOBHTe noBp3aHI1 CO 6p311HaTa, 
BHI1MaHI1eTO H MeMOpHJaTa. 

K!luHU'-IKa ecjJuKacHocm Kaj nau.ueHmume co AmpcaUMepoaa iJeMeHu.uja 

E<j:>11KacHocTa Ha Exelon TpaHCJJ.epMMHHOT <j:>nacTep so TpeTMaHoT Ha AJILJ,Xai1Meposa 6onecT 611na 
)J.eMOHCTpHpai-Ia BO 24 He)J.eJIHaTa JJ.YllJIO-CJiena CTYJJ.I1ja 11 3a BpeMe Ha )J.OllOJIHI1TeJIHaTa OTBOpeHa 
eKcTeH3110Ha <j:>a3a. ITaLJ,HeHTHTe KOI1 6Hne HCni1TyBaHH HMane MMSE (Mini-Mental State 
Examination) 36Hp noMety 10 11 20. E<j:>HKaCHOCTa 6Hna ycTaHoBeHa npeKy ynorpe6a Ha He3aBHCHI1 
napaMeTapCKI1 TeCTOBI1 KOH 611Jie np11MeHeTH BO O)J.pe)J.eHI1 HHTepBaJII1 3a BpeMe Ha 24 He)J.eJIHI10T 
TpeTMaH. Bo HI1B ce BKJiyi.JeHH ADAS-Cog (Alcheimer's Disease Assessment Cognitive Subscale) 
3a Mepei-be Ha KOrHHTHBHHTe nep<j:>opMaHCI1, ADCS-CGIC (Alcheimer's Disease Cooperative Study 
- Clinician's Global Impression of Change, rno6anHa oLJ,eHa Ha naLJ,HeHTOT OJJ. cTpaHa Ha JJ.OKTopoT, 
11 ADCS-ADL (Alcheimer's Disease Cooperative Study - Activites of Daily Living; OLJ,eHa OJJ. 

oco6aTa WTO ce rp11)1(11 3a naLJ,HeHTOT 3a )J.HeBHHTe aKTHBHOCTH KaKO WTO ce nepCOHaJIHa XHreHa, 
11CXpaHa, o6JieKyBaJ--be, KynyBaJ--ba, 3a)J.p)l(yBaJ--be Ha MO)I(HOCTa 3a OpHeHTaLJ,Hja BO npOCTOp KaKO l1 
cnoco6HOCTI1 nosp3aHH co <j:>HHaHCHHTe). Pe3yJITaTHTe OJJ. 24 He)J.eJIHaTa CTYJJ.Hja 3a )J.BaTa 
npHMapHH oLJ,eHysaHH napaMeTpH H ceKyHJJ.apHHOT napaMeTap ce cyMHpaHH so Ta6ena 2. 

Exelon TpaucAepMaJieu Exelon KancyJiu 12 mg/ua IlJialle6o 
!I>JI3CTep 10 ):ICH 

ITT -LOCF nonynau11ja 
AD AS-Cog 

Cp C!lHI-l Bp C!lHOCTI-l ± 
c-ranHnapnHa nesHjauHja SO 

J]pOMCIII-l H3 CpC!lH3 BpC!lHOCT-

24 Henena ± SO 

p - BpC!lHOC BO O!lHOC H3 

nnaue6o 

ADCS-CGIC 

cpe!lHI1 Bpe)lHOCTI1 ± 
c-ranHnapnHa nes11jau11ja SD 

npoMeHI1 Ha cpenHa 
spenHoc-r-24 Henena ± SD 

p- Bpe!lHOC BO O)lHOC Ha 
nnaue6o 

n = 251 
(n=248) 

27 .0 ± 10.3 

-0.6 ± 6.4 

o.oos'' 
(n=248) 

3.9 ± 1.20 

0.0 10'2 

AOCS-ADL (n=247) 

cpenHH spenHOCTH ± 
c-ranHnapnHa nes11jau11ja SD 50.1 ± 16.3 

npoMeHH H3 cpe)lH3 
spenHoc-r-24 Henena ± SD -0.1 ± 9.1 

p- spe)lHOC 80 O)lHOC Ha 

n = 256 
(n=253) 

27 .9 ± 9.4 

-0.6 ± 6.2 

0.003' 1 

(n=253) 

3.9 ± 1.25 

0.009'2 

(n=254) 

49.3 ± 15 .8 

-0.5 ± 9.5 

9 

n = 282 
(n=281 ) 

28.6 ± 9.9 

1.0 ± 6.8 

(n=278) 

4.2 ± 1.26 

(n=281) 

49.2 ± 16.0 

-2.3 ± 9.4 



nnaue6o 0.013. 1 0.039. 1 

NPI-12 (n=248) (n=253) (n=281) 

CpCllHH BpCllHOCTH ± 
cTanHnapnHa nes11jau11ja SD 13.9 ± 14.1 15.1 ± 14.1 14.9 ± 15.7 

npoMCHH H3 CpCllH3 
BpCllHOCT-24 HCllCJla ±SO -1.7±11.5 -2.2 ± 11.9 -1.7 ± 13.8 

p- BpCllHOC BO OllHOC Ha 
nnaue6o 0.744 1 0.51i 
MMSE (n=250) (n=256) (n=281) 

cpenHH spellHOCTH ± 
cTallHllapn~mnesHjauHja SD 16.7±3.0 16.4 ± 3.0 16.4±3.0 

npoMCHH H3 CpCllH3 
BpCllHOCT-24 HCllCJla ±SO 1.1±3.3 0.8 ± 3.2 0.8 ± 3.5 

p- BpCllHOC BO OllHOC Ha 
nnaue6o <0.001.2 <0.002.2 

Ten Point Clock Test (n=245) (n=246) (n=269) 

PCllHH BpCllHOCTH ± 
cTallHllapnHa nes11jau11ja SD 4.5 ± 3.6 4.4 ± 3.6 4.3 ± 3.6 

npoMCHH H3 CpCllH3 
BpCllHOCT-24 HCllCJl3 ±SO 0.1 ± 3.1 0.2 ± 2.9 -0.1 ± 3.2 

p- BpCllHOC BO O)lHOC Ha 
nnaue6o 0.0792 0.1522 

Trail Making Test -A (n=241) (n=240) (n=258) 

CpCllHH BpCllHOCTH ± 
cTallHllap)lHa 1lCBHjau11ja SD 183.3 ± 87.5 177.2 ± 86.2 178.3 ± 85.6 

npOMCHH H3 CpC,llH3 
BpCllHOCT-24 HCJlCJla ±SO -12.3±55.1 -9.8 ± 66.1 7.7 ± 56.6 

p- BpCllHOC BO O)lHOC Ha 
nnaue6o <0.001. 1 <0.001. 1 

NPI Ceargiver distress (n=248) (n=253) (n=281) 

CpCJlHH BpC,llHOCTH ± 
cTallH!lapnHa 1lCBHjau11ja SD 7.4±7.1 8.2 ± 7.6 7.8 ± 7.7 

npoMCHH H3 CpC)lH3 
BpCllHOCT-24 HCJlCJla ±SO -1.0±5.5 -I. I ± 6.6 -I. I ± 6.3 

p- spenHoc BO OllHOC Ha 
nnaue6o 0.993 1 0.756 1 

p::::; 0.05 BO O.llHOC Ha OJiaiJ,e6o 
ITT: intent to treat (HaMepa 3a TpeTMaH)Y; LOCF: nocne.llHa oncepsaiJ,11ja Koja 611na 113BpweHa 
1 

Bp3 6a3a Ha ANCOVA (aHaJII13a Ha Kosap11jaHTa), co cpaKTOp11Te TpeTMaH 11 3eMja 11 ocHOBHI1 
spe.llHOCTI1 KaKO KOBap11jaHTa. ~-~ . .;_•, 
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2 Bp3 6a3a Ha CMH test (Van Elteren test), TeeT Koj ro 11CKJiyLJy6a <l_>aKTopoT 3pMja. 
Negativ ADAS-Cog, NPI 11 Trail Making Test npoMeHI1 KOI1 11H.U11U11paaT no.uo6pysmna. Positive 
ADCS-ADL MMSE 11 Ten Point Clock Test npoMeHI1, 11 ADCS-CGIC pe3yJITaTI1 < 4 KOI1 
yKa)KysaaT Ha no.uo6pysal-be. 

Bo 24 He.uenHaTa cTy.u11ja, KJI11H114KI1 penesaHTeH o.urosop Ha TpeTMaHOT 611n 3a6eJie)KaHa KaJ 
17.4% o.u nau11eHTI1Te KOI1 KOp11cTeJie Exelon TpaHc.uepMaJIHI10T <J.>nacTep 10, 19.0% o.u 
nau11eHTI1Te KOI1 KOp11CTene Exelon Kancyn11 (12 mg/Ha .ueH) 11 10.5% o.u naul1eHTI1Te KOI1 np11MaJie 
nnaue6o. KnHHH4KHTe penesaHTHI1 npoMeHM 611ne .ue<l_>HHHpaHM KaKo no.uo6pysal-be o.u HajMaJIKY 4 
noeHH Ha ADAS-Cog CKaJiaTa 6e3 MCTOBOeMeHo snowysal-he Ha spe.UHOCTMTe Ha ADCS-CGIC MJIM 
ADCS-ADL CKaJiaTa. 

Ta6eJia 3 
llau,ueHTH CO KJIHHH'IKH CHI'HH(J>HKaHTeH O.[(I'OBOp 

(% nocJie 24 ue.[(eJiu 
Exelon Exelon KancyJiu llJiaue6o 

TpaHC.[(epMaJieH 12 mg/ua .ueu 
lJ>JiacTep 10 

no.uo6pysal-be o.u HajManKy 4 noeHM Ha 
AD AS-Cog cKaJiaTa 6e3 11CTOBpeMeHO 17.4* 19.o·· 10.5 
snowysal-be Ha spe.uHoCTHTe Ha ADCS-
CGIC HJIH ADCS-ADL CKaJiaTa. 

• p < 0.05, ** p< 0.01 so o.uHoc Ha nnaue6o 

5.2 (J)APMAKOKHHETCKH CBOJCTBA 

Ancoepm(uja 
AncopnuHjaTa Ha riavastigmin o.u Exelon TpaHc.uepMaJIHMOT <J.>nacTep e 6asHa. Tiocne npBaTa .U03a, 
.ueTeKTI16HJIHH nna3MaTCKM KOHI.J,eHTpaUHM ce 3a6eJie)KaHM nocne nep11o.u o.u 0.5 .uo1 LJac. Tiocne 
TOa KOHUeHTpaUH11Te nonoJieKa paCTaT np11 WTO no 8 4aCa ce .U0611BaaT KOHI.J,eHTpaUI111 CJII14HI1 Ha 
MaKCHMaJIHHTe. MaKCHMaJIHHTe KOHUeHTpaUH11 ce nocTI1rHysaaT nocne 10 .uo 16 Yaca. 0TKaKo K:e 
Ce nOCTHfHaT MaKCHMaJIHHTe nna3MaTCKH KOHI.J,eHTpaUMM, THe n04HyBaaT nOnOJieKa JJ,a ce 
HaManysaaT so TeK Ha npeocTaHaTMOT 24 LJacaoseH nepo.u o.u speMeTo Ha anJIMKaU11jaTa. Dp11 
noBeKeKpaTHOTO )J,0311pa1-be (BO Steady State), nJia3MaTCKMTe KOHUeHTpaUM11 Ha nO'leTOKOT ce 
HaManysaaT nononeKa no 3aMeHaTa Ha npeTXO.UHMOT TpaHc.uepManeH <J.>nacTep co HOB, 3a oKony 
cpe.uHo 40 M11HYTI1, ce .uo.ueKa ancopnuMjaTa o.u HOBI10T TpaHc.uepMa.neH <J.>nacTep cTaHe no6p3a o.u 
eJIHMI1HaUHjaTa. ilJia3MaTCKI1Te Bpe,UHOCTI1 nOTOa Ce 3fOJieMyBaaT .UO nOCTI1fHyBal-be Ha HOBH 
MaKC11MaJIHI1 KOHI.J,eHTpaU1111 no OKOJIY 8 lJaCa. Bo steady state, npaBI1TO Bpe.UHOCTI1 ce 3a OKOJIY 
50% o.u MaKCI1MaJIHMTe spe.UHOCTM. Osa ce pa3JIMKysa o.u nepopaJIHaTa aJJ,MI1HMCTpauMja, Ka.ue wTo 
KOHI.J,eHTpaUHHTe nafaaT Ha np11BI1,UHa HyJia nOMefy MH,UMBMJJ,yaJIHMTe )],0311. ilpoMeHaTa Ha 
nJiaMaTCKHTe KOHUeHTpaUMH ce CJie,U11 Kaj CHTe jaLJMHM Ha <l_>naCTepH BO paHr O.U ExeJon 
TpaHc.uepMaJieH <J.>nacTep 5 ( 4.6 mg/24 4aca) .uo Exelon TpaHc.uepMaJieH <J.>nacTep 10 (9,5 mg/24 
Yaca). J1aKO enOMaJIKY 113pa3eHa BO OJJ,OC Ha nepopaJIHMTe <l_>opMyJiaU1111 eKCn0311UMjaTa Ha 
rivastigmin (CMax 11 AUC) ce 3roneMyBa nponopu11oHaJIHO co 3roneMysal-be Ha .U0311Te Ha 
TpaHc.uepMaJIHMOT <J.>nacTep.Cnope.ueHo co Exelon TpaHc.uepMaJieHMOT <J.>nacTep 5 ( 4.6 mg/24 yaca), 
AUC Ha rivastigmin 611JI 2.6 naTM noroneM co Exelon TpaHc.uepMaJieHMOT <J.>nacT ~ t-t):-~...mg/24 

Liaca). 11H.UeKcoT Ha <J.>nyKTyauMja (FI), .uo6MeH o.u penaTI1BHaTa pa3JIMKa noM ' Y:M~~M~JIHI1 11 
11 .:..,'4J....v_::<' \ ~t~~ 

1:: (.) ~- p ~ '\ 
wS { ,~ oO 

::r: , -l~;j'"- p. ~I 
0. ""', :. ·. { '· co ' 
* ~.....-;:.- "'. ·t-~ /) ~I 
" o~/~~1. 

Jt I):, -~Y/ 

- --- --- -----------------



npaBHTe KOHUeHTpaUHH ([Cmax - Cmin]/ Cavg), 6HJI BO paHr O)J, 0.57 )],0 0.77 no anJIHKaUHja Ha 
TpaHc)J,epManeH cj:>nacTep, WTO yKa)!(ysa Ha 3HaqajHo HaMaJieHa cj:>nyKTyauHja noMefy npasaTa H 
MaKCHMaJIHaTa KOHUeHTpaUHja BO O)J,HOC Ha nepopaJIHHTe cpopMyJiaUHH (fl = 3.96 CO 6 mg/)J,eH H 
4,15 co 12 mg/Ha )J,eH). Co O)J,pe)J,ysmne cnope)J, KOMnapTMaHCKH MO)J,eJI Exelon TPaHC)J,epManeH 
cpnacTep MaHHcpeCTHpaJI eKBHBaJieHTHa eKCn03HUHja CO OHaa nOCTHrHaTa CO anJIHKaUHJa Ha 
nepopanHa )J,03a O)J, npH6JIH)!(HO 6 mg )J,Ba naTH Ha )J,eH (12 mg/Ha )J,eH). 

Bo CTymmT co e)J,HOKpaTHa annHKaUHja )J,HpeKTHaTa KOMnapauHja noMefy Exelon 
TpaHc)J,epMaJIHHOT cj:>nacTep co nepopanHaTa a)J,MHHHCTpauHja, HHTPa-HH)J,HBH)J,yanHaTa 
BapHja6HJIHOCT BO cpapMaKOKHHeTCKHTe napaMeTpH Ha rivastigmin ( OnTHMaJIH3HpaHH CO 
)J,03a/kg/tt) H3Hecysana 43% (Cil'ax) O)J,HOCHO 49% (AUCo-24h) no anJIHKaUHjaTa Ha 
TpaHC)J,epMaJIHHOT cj:>nacTep. 11cTaTa H3Hecysana 74%, O)J,HOCHO 103%, no nepopanHa 
a)J,MHHHCTpauHja Ha KancynH. CnHqHo Ha TOa H HHTpa-HH)J,HBH)J,yanHaTa sap11ja6HJIHOCT so 
cpapMaKOKHHeTCKHTe napaMeTpH 6HJJa nOHHCKa no annHKauHja Ha TpaHc)J,epManeH cj:>nacTep OTKOKY 
no a)J,MI1HI1CTpaul1ja Ha nepopanHH KancynH so steady state Kaj nauHeHTI1 co Anuxai1Meposa 
6onecT Kaj KOI1 611ne )J,aBaHI1 noseKeKpaTHI1 )],0311 Ha rivastigmin. 11HTPa-11H)J,HBI1)J,YaJIHaTa 
sap11ja6JIHOCT 113Hecysana HajMHory 45% (Cmax) O)J,HOCHO 43% (AUCo-24h) co TPaHc)J,epMaJIHHOT 
cj:>naCTep. 11cTaTa 113Hecysana 71% O)J,HOCHO 73% no nepopanHa a)J,MHHI1CTpaul1ja. 

Kopenau11jaTa noMefy eKcno311U11jaTa Ha neKoT so steady state (rivastigmin 11 MeTa6oJIHTOT 
NAP226-90) 11 TenecHaTa Te)!(I1Ha e pemcTpHpaHa Kaj nau11eHTI1Te co Anuxai1Meposa )J,eMeHUHja. 
Bo cnope)J,6a co naul1eHTI1Te TenecHa Te)!(I1Ha O)J, 65 kg steady state KOHUeHTpaUH11Te ce oqeKysa 
)J,a 611)J,aT np116JII1)!(H0 3a )J,Ba naTI1 noroJieMI1 O)J, nauHeHTI1T TeJieCHa Te)!(I1Ha 0)], 35 kg, a 
np116JII1)!(HO 3a noJIOBHHa nOBI1COKH Kaj nauHeHTHTe co TenecHa Te)!(HHa O)J, 100 kg. Bn11jaH11eTo Ha 
TeJieCHaTa Te)!(I1Ha Ha KOHUeHTpaUH11Te Ha JieKOT yKa)!(yBaaT )J,eKa e nOTpe6Ha noce6Ha 
npeTna3JII1BOCT CO MaJia TeJieCHa Te)!(HHa BO nepHO)J,OT Ha THTpaUHjaTa Ha )J,03aTa. 

He ce pemcTp11paHI1 npo6neMI1 co ocno6o)J,yBmneTo Ha rivastigmin KOH nocT11mysa spe)J,HOCTH o)J, 

50% BO TeKOT Ha 24 qacOBHaTa anJII1KaU11ja Ha TpaHC)J,epMaJIHHOT cj:>JiaCTep. 

PaJJlllKll no nJlOJMamcKume Konu,enmpau,uu Koza ce ynompe6yaa paJJlll'lHO Mecmo na 
OnflUKOl(Uja 

EKcno311U11jaTa (AUCxo) Ha rivastigmin(11 MeTa6oJII1TOT NAPP226-90) 6HJia noBHCOKa Kora Exelon 
TpaHC)J,epMaJIHI10T cj:>JiaCTep Ce anJI11UHpaJI BO rOpHHOT )J,eJI Ha rp6oT rpa)J,I1Te H Ha)J,JiaKTHUaTa. 
)loKOJIKY HI1TY e)J,Ha O)J, OBHe Mecn e He)J,OCTanHa , TPaHcD,epMaJIHI10T cj:>nacTep MO)!(e HCTO TaKa )J,a 
ce ann11u11pa Ha a6D,oMeHOT HJIH Ha Ha)J,KOJieH11UaTa. Bo ceKoj cnyqaj )J,OKTOpoT Tpa6a )J,a 3eMe so 
06311p )J,eKa np11 anJII1KaU11ja Ha THe MeCTa, nJI33MaTCKHTe Bpe)J,HOCTH Ha rivastigmin Ce 3a 
np116JII1)!(H0 20-30% nOHHCKH. 

l1 nOKpaj TOa WTO nJia3MaTCKHTe spe)J,HOCTH Ce nOBI1COKI1 BTOpHOT )J,eH BO O)J,HOC Ha npBHOT )J,eH, 
He ncTOI1 aKyMynau11ja Ha rivastigmin, HJIH HeroBI10T MeTa6oJIHT NAPP226-90), so nnaJMaTa Kaj 
nau11eHTHTe co AnuxaHMeposa 6onecT TpeTHpaHH co Exelon TpaHCD,epManeH cj:>nacTep. 

,aucmpu6yu,uja 

Rivastigmin cna6o ce sp3ysa 3a npoTei1HI1Te O)J, nna3MaTa (oKony 40%) . .6e3 npo6neMI1 ja 
llOMI1HyBa XeMaTO-eHuecpaJIHaTa 6ap11epa np11 WTO BOJiyMeHOT Ha )J,HCTpH6 -~paHr O)J, 1.8-
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Mema6onuJOM 

Rivastigmin 6p30 11 CKOpO KOMnJJeTHO ce MeTa60J111311pa, CO nJJa3MaTCKI1 nony-)f(I1BOT O)l OKOJJY 3.4 
yaca no OTCTpaHyBafbeTo Ha TpaHc.uepMaJJHI10T <j;>nacTep. En11M11Hau11jaTa e JJI1MI1T11paHa co 
cTeneHoT Ha ancopnu11jaTa (flip-flop kinetics), co WTO ce o6jacHysa .uonmoT t y, Ha en11M11Hau,11ja 
no ann11Kau11jaTa Ha TpaHc.uepMaJJHI10T <j;>nacTep (3.4 Yaca) so o.uHoc Ha nepopanHaTa 11 
HHTpaseHcKaTa a.UM11HI1CTpaul1ja ( 1.4 .uo 1. 7 yaca). Rivastigmin np11MapHo ce MeTa6onl1311pa o.u 
xonHHecTepa3a-nocpe.uysaHaTa x11.upon113a .uo HeroBI1Te .ueKap6aMI1JJaTHI10T MeTa6oni1T. In vitro, 
os11e MeTa6onHTI1 noKa)f(ysaaT MI1HI1MaJJHa 11HX11611u11ja Ha aueTI1JJXOJJI1HecTepa3aTa ( < 10% ). Bp3 
6a3a Ha no.uaTOU11Te .uo611eH11 o.u in v;tr 11 aHI1MaJJHI1Te CTY.U1111Te, UI1ToxpoM P-450 1130eH311MI1Te 
Ml1Hl1MaJJHO ce BKJJyYeHI1 BO MeTa60J1113MOT Ha rivastigmin. BKynHI10T nJJa3MaTCKI1 KJJ11peHC Ha 
rivastigmin 113Hecysa oKony 130 L/h nocne 11HTpBeHcKa a)l.MI1HI1CTpaul1ja Ha 0.2 mg 11 nata Ha 70 
Llh nocne HHTpaseHcKa a)l.MI1HI1CTpaul1ja Ha 2. 7 mg. Osaa e so cornacHOCT co HeJJI1HeapHaTa 
Ha.unponopu11oHanHa <j;>apMaKOKI1HeTI1Ka Ha rivastigmin cKoja ce 6a311pa Ha caTypaul1oHaTa 
eJJI1 Ml1 HaU11 ja. 

O.uHocoT 3a A UC,, noMefy MeTa6oni1TOT 11 HeMeTa6onl1311paHI10T neK 113Hecysa oKony 0. 7 no 
annHKauHja Ha TpaHc.uepManeH <j;>nacTep O.UHOCHO 3.5 no nepopanHa a)l.MI1H11crpau11ja. Osa 
yKa)f<yBa .ueKa aKTHBHaTa cyncTaHua ce MeTa6onl1311pa noMaJJKY np11 .uepManHa ann11Kau11ja. 
floMana KOJJI1YHHa Ha NAPP226-90 ce co3.uasa no ann11Kau,11ja Ha TpaHc.uepManeH <j;>nacTep 
sepojaTHO nopa.u11 MaJJHOT npecl1cTeMCKI1 (xenaTane first pass) MeTa6ono3aM. 

EnuMwwu.uja 

CaMo Mana KJJHYI1Ha o.u HenpoMeHeTI10T rivastigmin MO)f(e .ua ce Haj.ue so ypHHaTa. MeTa6oJJI1TI1Te 
BOriiaBHO ceeiii1Ml1H11paaT npeKy 6y6pe311Te. no a)l.MI1Hl1CTpau,l1ja Ha o6eJJe)f(aH 14C-rivastigmin, 
eJIVIMV!HaUHjaTa 61111a 6p3a 11 BOrJiaBHO 3aBpW11Jia (>90%) BO TeK Ha 24 Yaca. noMaJJKy O)l 1% O)l 
a)l.Ml1Hl1CTp11paHaTa )l.03a Ce eKCKpeT11pa BO <j;>eu,eCOT. 

<l>apMaKOKHHeTHKa cneu.ujanHa nonynau.uja Ha nau.ueHTH 

flocmapu nat(UeHmu 

B03pacTa Hetvla BJJHjaHI1e sp3 eKCil0311U11jaTa Ha rivastigmin KaJ nau11eHTJ1Te co AnuxaHMeposa 
6onecT TpeTHpaHH co Exelon TpaHc.uepMaJJHHOT <J:>nacTep. 

flau.LteHmu co xenamanHII nopeMemyaafba 

)J,o cera He ce 113Be)leHI1 CTY.ll1111 co Exelon TpaHc.uepMaJJHI10T <j;>nacTep Kaj nau11eHTI1 co xenaTaJJHI1 
llOpeMeTyBafba. no nepopaJJHa a)l.MI1H11C1'paU11ja Ha rivastigmin Kaj nau,HeHTVI CO CO JJeCHI1 )l.O 
cpe.UHO TeWK11 nopeMeTyBafba, Cmax 611n np116J111)f(HO 60% noBHCOK BO O.UHOC Ha 3.UpaBI1Te 
.uo6posonu11 11 AUC 61111 noseK:e o.u .usa naTI1 nos11coK. 

flau.lleHmll co peHa!lHII nopeMemyaafba 



Anuxai1Meposa 6onecT co cpe.uHo TeWKI1 peHaJIHI1 nopeMeTyBafba 61-!Jie noseK:e on .usa naTI1 
nos11c0K11 so o.uHoc Ha 3.UpaBI1Te .uo6poBOJilJ.I1. HaMano npoMeHI1 so Cmax 11 AUC Ha rivastigmin Kaj 
naul1eHTI1Te co Anuxai1Meposa 6onecT co TewKI1 peHaJIHI1 nopeMeTyBafba. 

5.3 llPETKJJHHHqKH llOJ(ATOI..JH 3A CHFYPHOCTA HA JJEKOT 

Xponu'lua moKCU'IItOCm 

CTy.U1111Te Ha xpoHI14Ha nepopanHa 11 noKanHa TOKCI14HOCT 113Be.UeHI1 Ha rnysu11, cTaopu11, 3aju11, 
KYLtl11-ba 11 MOpCKI1 npac11fba noKa)f(aJie .ueKa :1Ma caMo nojasa Ha npeKyMepH11 <!JapMaKOJIOWKI1 
eq)eKT. He 611ne 3a6eJie)f(aHI1 npoMeHI1 Ha HI1BO Ha opraHI1Te. ITepopanHaTa 11 noKaJIHaTa .U03a 611ne 
J111MI1T11paHI1 KaKO pe3yJ1TaT Ha BI1COKaTa CeH311TI1BHOCT KOH XOJII1Hepr114HI1Te cyncTaHUI1 KaJ 
)!(11BOTHI1Te KOI1 611ne 11COI1TyBaHI1, np11 WTO He MO)f(eJIO ,Ua ce O,Upe,UaT Cl1rypHOCHI1Te rpaHI1UI1 Ha 
eKC00311U11ja Kaj nyfeTO. 

Mymazeuocm 

Rivastigmin He noKa)f(aJI MyTareHI1 csojcTBa so cep11jaTa Ha in vivo TeCTOBI1 (reHCKa MyTau11ja, 
np11MapHi DNK nopeMeTysal-ba, xpoM030MCKI1 nopeMeTysal-ba). l1p11 a.UM11HI1CTpaul1ja Ha 
HajBI1COKaTa .U03a 611110 3a6eJie)f(aHO JieCHO 3fOJieMyBafbe Ha 6pojOT Ha KJieTKI1 CO XpOM030MaJIHI1 
a6epau1111 so TeCTOBI1Te .U113ajH11paHI1 3a .ueTeKul1ja Ha xpoM030MaJIHI1 nopeMeTyBafba in vitro. O.u 
.upyra CTpaHa, He 61111e Haj.ueHI1 eBI1,UeHTHa KJiaCTOfeHa aKTI1BHOCT BO in ViVO TeCTOBI1Te 3a 
xpoM030MCKI1 a6epau1111. ITpeMa Toa MO)f(e .ua ce 3aKJIYYI1 .ueKa in vitro TeCTOBI1Te 611ne Jia)f(HO 
00311TI1BHI1. 

Kant(epozenocm 

np11 a,UMI1HI1CTpaul1ja Ha MaKCI1MaJIHaTa TOJiepa611JIHa ,U03a, pe3yJITaTI1Te on CTY.U1111Te HanpaBeHI1 
Ha rnysu11 11 cTaopu11 no nepopanHa 11 noKanHa a,UMI1HI1CTpaul1ja, noTBp.U11Jie .ueKa rivastigmin He 
noce.uysa KaHueporeH nOTeHul1jan. EKcno311UI1jaTa Ha rivastigmin 11 HeroBI1Te MeTa6oJII1TI1 611na 
np116JII1)KHO eKBI1BaJieHTHa CO xyMaHaTa eKC00311UI1ja 3a BpeMe Ha TpeTMaHOT CO HajBI1COKaTa ,U03a 
rivastigmin Kancyn11Te 11JII1 TpaHc.uepMaJIHI10T <PnacTep. 

Tepamozeuocm 

CTy.U1111Te Ha cTaopu11 11 3aju11 noKa)f(aJie .ueKa rivastigmin so .uo3a on 2.3 mg/kg/Ha .ueH He 
noce.uysa TepaToreH noTeHul1jan. Cni1YHO Ha Toa, rivastigminann11u11paH so .U03a on 1.1 mg/kg/Ha 
.ueH Kaj cTaopu11 He noKa)f(aJI nojasa Ha nopeMeTysafhe KaKo Ha <!JepT11JII1TeToT, penpo.uyKTI1BHI1Te 
nepqwpMaHCI1 11JII1 in utero 11 nocHaTaJIHI10T pacT 11 pa3Boj. Cneu11<P11YHI1 CTY.U1111 co 
TpaHC.UepMaJIHI10T <!JnaCTep He Ce 113Be,UeHI1 Ha )!(11BOTHI1. 

J{epMMita JnOKCU'IIIOCJn 

Rivastigmin TpaHc.uepMaJIHI10T <PnacTep He e <!JoTOTOKCI1YeH. Bo .upym CTY.U1111 Ha .uepManHa 
TOKCI1'-IHOCT 611na 3a6eJie)f(aHa JieCHa 11p11Tau11ja Ha KO)f(aTa Kaj Jia6opaTOp11CKI1Te )!(11BOTHI1, 
BKnyysajKI1 ja 11 KOHTpOJiaTa. 0Ba 11H.U11U11pa Ha OOTeHUI1jaJIOT Ha TpaHC.UepMaJIHI10T <!JnaCTep ,Ua 
npe.U113BI1Ka necHa ep11TeMa KaJ nal1eHTI1Te. 
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6.0 <I>APMAQEBTCKH OCOI>EHOCTII 

6.1 J/HCTA HA ECI{HIIHEHTH 

BHTaMHH E, poly butylmethacrylate, methyl-methacrylate, acrylic copolymer 11 silicone oil. 

6.2 11HKOMIIATI1EHJ/HOCT 

Co uen .ua ce o6e36e,n11 npaBHJIHa a.uxe311ja Ha TpaHc,nepMaJIHMOT <PnacTep, Ha MeCTOTO Ha 
anJlHKauHjan He cMee .ua 611.ue HaHeceHa KpeMa, nocHoH HJIM ny.uep. 

6.3 POK HA TPAEJbE 

)J,a He ce ynOTpe6ysa nocne poKOT Ha Tpaefbe HanHwaH Ha KYTHjaTa. 

6.4 HA qJ1H HA qyBAJbE 

)J,a ce Yysa Ha TeMnepaTypa o.u 15 .uo 25° C. 
JIEKOT )..(A CE l.J.YBA HA MECTA HE)..(OCTAIIHII 3A )..(Ell,A. 

6.5 IlAKYBAJbE 

Exelon TpaHc,nepMaJieH 'i»JiaCTep 5 
5 cm2 TpaHc.uepManeH <PnacTep co.up)I{H 9 mg rivastigmin ( 4.6 mg/24 LJaca): naKysaineTo co.up)I{H 
30 TpaHc,nepMaJIHH <PnacTepH. 

Exelon TpaHc,nepMaJieH 'i»Jiacnp 10 

I 0 cm2 TpaHc,nepManeH <PnacTep co.up)I{H 18 mg rivastigmin (9.5 mg/24 LJaca): naKysafbeTo co.up)I{H 
30 TpaHc.uepMaJIHH <PnacTepH. 

Exelon TpaHc,nepMaJieH 'i»Jiacnp 10 

10 cm2 TpaHc.uepManeH <PnacTep co.up)I{H 18 mg rivastigmin (9.5 mg/24 LJaca): naKyBafheTo co.up)I{H 
60 (2 x 30) TpaHc,nepMaJIHH <PnacTepH. 

7.0 liME H A,IJ;PECA HA IIPOII3BO,IJ;IITEJIOT 

Novartis Pharma Schweiz Inc., Berne, lllsajuap11ja. 

8.0 liPOJ II ,IJ;ATYM HA PEIDEHIIETO 3A IIPOMET 

9.0 ,IJ;ATYM HA IIPBOTO O,IJ;OiiPEHIIE/OiiHOBA HA 0,11; 
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10.0 ):(ATYM HA (,IJ;EJIYMHA) PEBH3HJA HA TEKCTOT 

CemeMBpH, 2008. 
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