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08035 TO HUONG DAN SU DUNG

[ ding theo don thuée

DONPEZPHAR 10

Théng béo cho bic i tac dung khéng mong mudn khi sir dung thude.
Thube nay chi ding theo don thude.
2. Thanh phén cong thire thude (cho 1 vién nén bao phim)
Thanh phcin duoc chdt:
DOHSHRA] Bk o s s s i cssevaan L0 TR
Thanh phan td dwoc: Tablettose 100, microcrystallin cellulose 112, pregelatinized starch,
hydroxypropyl cellulose, magnesi stearat, hydroxypropyl methyl ccllulose, tale, PEG 6000,
titan dioxyd vira du | vién.
3. Dang bao ché: Vién nén bao phim. Vién nén bao phim hinh tron, mau trdng, mot mat tron,
mat con lai c6 khic mdt vach ngang, canh va thanh vién lanh lin. Co thé bé dbi vién thube.
4. Chi dinh:
- Diéu i triéu ching bénh Alzheimer mirc do nhe, trung binh va ning,
5. Cach dung, li¢u dang:
Cdach ditng
- DONPEZPHAR 10 duge ding bang duong ubng vao budi t6i ngay truée khi ngu.
Liéu ding
Nguoi I6n/Nguoi cao tudi: Vice didu tri bit diu o lidu 5 mg/ngay (lidu 1 lin mdi ngay). Lidu 5
mg/ngay nén duoc duy tri it nhit 1 1 thang dé ¢6 thé danh gia nhiing d4p tmg lim sing sém nhét
dbi voi viée didu tri cling nhu giup dat duge ndng do donepezil hydroclorid & trang théi on dinh.
Sau 4 tudn ddnh gia |am sang ¢ bénh nhin diéu trj ¢ lidu 5 mg/ngay, co thé tang liéu donepezil
hydroclorid 1én dén 10 mg/ngay (lidu 1 ldn/ngay). Liéu t&i da/ngdy dugc khuyén céo 1a 10meg.
Céc lidu 16n hon 10 mg/ngdy chua duge nghién ciru trong thir nghiém sang.
Viéce didu tri nén dugc bit diu boi mét thdy thude ¢ kinh nghiém trong viéc diéu trj ching sa
stt trf tué. Su chdn doan nén dya theo nhitg hudng dan di dugc cong nhan (nhu DSM IV, ICD
10). Viée diéu trj bdng donepezil chi nén bat dau khi da c6 nguoi chim séc bénh nhén, chiu trach
nhiém theo doi bénh nhan uéng thude mot cach déu din. Pidu tri duy tr ¢6 thé tiép tuc khi thude
van con hiéu qua diéu trj d6i v6i bénh nhan. Do do, hiéu qua ldm sang cua donepezil nén dugce
danh gia lai mot cach thudng xuyén. Nén xem xét ngung diéu trj khi hiéu qua diéu trj khong con
nira. Sy dép tmg cua ting ca nhin dbi voi donepezil khong thé doén trude dugc.
Khi ngung diéu tri c¢6-thé thiy sy giam dan nhiing tic dyng c6 loi clia donepezil hydroclorid.

Khong c6 ddu hiéu nao vé tac dung phan hdi sau khi ngung diéu tri dot ngot.
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Suy thin va suy gan: Mot phac dé tuong ty ¢6 thé dung cho nhitng bénh nhén suy than, vi tinh

trang nay khong anh huéng dén do thanh thai ctia donepezil hydroclorid.

Do ¢6 thé c6 nhitng thay d6i dang ké trong suy gan & miic d6 nhe dén trung binh, nén chinh lidu

tiry theo do dung nap thudc clia timg bénh nhan. Khong 6 dit li¢u & nhitng bénh nhan suy gan

nang.

Tré em: Donepezil hydroclorid khong duge khuyén dung cho tré em.

6.

Chéng chi dinh:

Bénh nhan qui mén véi donepezil hydroclorid, cic din xudt cta piperidin hodc bt cir (4

dugc nao trong cdng thiec.

Ciinh bo va than trong khi dung thudc:

Dung donepezil hydroclorid d6i véi bénh nhén bi nhiing loai sa sut tri tu¢ khic hay nhimg

loai suy giam tri nhé khéac (nhu gidm nhén thie nhe ¢6 mat tri nhd) dang duge nghién ctiu.

Gdy mé: Donepezil hydroclorid 1a chét tic ché men cholinesterase ¢6 kha niang ting cuong sy

gidn co loai succinylcholin trong qua trinh gy mé.

Bénh ly tim mach:

+ Do tac dung duge ly cua thude, cac chit trc chd men cholinesterase ¢6 thé c¢6 céc tac dong
cudmg than kinh ddi giao cam trén nhip tim (nhuw lam chdm nhip tim). Kha ning chiu téc
dyng nay c6 thé dic biét quan trong d6i v6i nhitng bénh nhin ¢6 "hi chimg suy nut
xoang" hodc nhiing bénh ly din truyén trén thit ctia tim, nhu bloc xoang nhi hay bloc
nhi-that.

+ D3 c6 bdo cdo ghi nhédn truomg hop nght va donh kinh. Khi kham nhiing bénh nhén nhu
thé, nén luu tim dén kha nang c6 bloc tim hodic ngung xoang kéo dai.

Bénh Iy da day-rugt: Nhiing bénh nhén c6 nguy co loét cao, nhu co tién st vé bénh loét hodc

dang diing ddng thoi cic thube khéng viém khong steroid (NSAIDs) can duge theo doi cac

tridu chimg vé da day-rudt. Tuy nhién, nhiing nghién ctru lam sang vé donepezil hydroclorid
cho thiy khong ¢6 sy gia ting, so vai gia dugce, vé ty 18 loét tiéu héa hodic xudl huyét da day-
rudt.

Sinh duc-Tiét niéu: Mic du chua dugc ghi nhdn trong nhitng thir nghiém lam sang cua

donepezil hydroclorid nhung céc thude c6 tac dung gidng cholin ¢6 thé gy ra bi tiéu.

Bénh Iy thdn kinh - Dong kinh: Cic thudc ¢6 tac dung gidng cholin dwoc cho la ¢6 kha ning

gly co giat toan than. Tuy nhicn, con dong kinh ciing co thé 12 mot biéu hién cta bénh

Alzheimer. Nhitng thube 6 tac dung giéng cholin c6 {hé lam ning thém hodc gy ra céc tridu

ching ngoai thap.

Hoi chitng dc tinh than kinh (NMS): NMS 1a mdt tinh trang c6 kha ning de doa tinh mang

dic trung bai ting than nhiét, cimg co, mit én dinh ty chu, thay déi y thic va ting nong do

creatin phosphokinasc huyét thanh, da dugc bdo cdo rit hiém xay ra véi donepezil, dic biét &
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8.

nhitng bénh nhan dang dung thue chéng loan thdn déng thoi. Dau higu ¢6 thé bao gdm
myoglobin niéu (tiéu co van) va suy than cip. Ngung didu trj néu bénh nhan pht trién céc
d4u hicu va triéu ching ciia NMS, hoic sbt cao khong 18 nguyén nhan.

Bénh Iy hi h:fp: Nén cin than khi ké don cde chit tic ché cholinesterase cho nhitng bénh
nhan c6 tién st hen suyén hodc bénh phdi thc nghén do tic dung giéng cholin cta thude.
Tranh dung dong thoi donepezil hydroclorid véi céc chét te ché acetylcholinesterasc, chét
chit vén hay chit dbi khang cua h¢ cholinergic.

Suy gan nang: Chua co dit liéu d6i v6i nhimg bénh nhan bj suy gan ning.

Ty I¢ tix vong o nhitng thie nghiém ldm sang sa sit tri tué do mach mdu:

+ 3 thir nghiém 1dm sang duge thye hig¢n trong 6 thang dé nghién ciru ting bénh nhan dép

{mg tiéu chudn NINDS-AIREN, chéc hin hay ¢ thé bi sa sit tri tu¢ do mach méau (VaD).
Tiéu chuin NINDS-AIREN duoc dit ra dé nhan dang nhitng bénh nhin ma sa sit tuf tué
chi do nguyén nhén mach mau va dé loai trir nhitng bénh nhan bi bénh Alzheimer. Trong
nghién clu dau tién, ty 18 tir vong 1a 2/198 (1,0%) v6i lidu 5mg donepezil hydroclorid,
5/206 (2,4%) voi liéu 10mg donepezil hydroclorid va 7/199 (3,5%) véi gia dugc. O
nghién ctru thir hai, ty 1€ ta vong la 4/208 (1,9%) véi lidu 5Smg doncpezil hydroclorid,
3/215 (1,4%) voi liéu 10mg donepezil hydroclorid va 1/193 (0,5%) véi gia duge. Trong
nghién ctu thir ba, ty 1¢ tu vong la 11/648 (1,7%) voi lidu 5mg donepezil hydroclorid va
0/326 (0%) voi gia duge. Ty 18 tir vong trong 3 nghién ctru sa sat tri (wé do mach mau &
nhém ding donepezil hydroclorid (1,7%) la cao hon vé mit sé lugng so véi nhém ding
gia duogc (1,1%), tuy nhién sy khac nhau nay khéng c6 y nghia v& mit thong ké. Pa sb
truong hop tir vong xdy ra khi bénh nhan dang dung hoéc donepezil hydroclorid hodc gia
duoc 12 do cac nguyén nhén lién quan dén mach mau vi khong thé loai trir & nhitng dbi
lugng lon tudi nay thuong c6 bénh mach mau. Mot phin tich & (4t ca cac bién cb mach
mau nghiém trong ¢6 hay khong de doa tinh mang chi ra ring khong c6 su khic nhau vé
ty 1¢ tai xuét hién & nhém donepezil hydroclorid so véi nhom gia duge.

Trong nhiing nghjén ctru bénh Alzheimer chung (n=4146), va khi nhiing nghién ctru bénh
Alzheimer nay gdp chung véi nhiing nghién clru sa sut tri tu¢ khac (tat ca n—6888), ty 1¢

tlr vong & nhom gia duge vugt qua nhém donepezil hydroclorid vé s6 lugng.

Than trong véi thanh phan td dwge cua thuée: Thanh phin thude c6 chita lactose
monohydrat, thén trong khi sir dung cho bénh nhén bj 1i loan di Lruyén hiém gap nhu khong
dung nap galactose, thiéu hyt lactase hodn toan hogic kém hip thu glucose-galactose.

Sir dung thude cho phu nir ¢ thai va cho con bu

Phu niv co thai

Chua cé dit liéu ddy du vé viéc sit dung donepezil hydroclorid cho phu nit mang thai.
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Céac nghién ciru trén dong vat khong cho thdy tac dung giy quai thai nhung da thdy doc tinh
trude va sau khi sinh. Nhitng nguy co tiém 4n trén nguoi chua duge biét dén.

Khong nén sir dung donepezil hydroclorid trong thoi ky mang thai trir khi that sy céin thiét,

Phu nit cho con bi

Donepezil bai tiét qua sa chudt. Chua ¢6 nghién ctru nao duoe thue hién trén phu nit cho con bt
va chua biét liéu donepezil hydroclorid cé di qua sita m¢ hay khong. Khong nén sir dung
donepezil trong thoi ky cho con ba.

9. Anh huong ciia thube 1én kha niing 14i xe, vin hanh miy méc

Donepezil ¢6 anh hudng tir nhe dén trung binh 1&n kha niing 14i xe va sir dung may moéce. Chimng
sa sut tri tué c6 thé lam giam kha ning lai xe hodc lam giam kha nang st dung may moc. Hon
nita, donepezil ¢ thé gdy mét moi, chodng vang va co clmg co, chi yéu 1a khi bat dau diéu trj
hodc ting lidu. Béc si diéu tri nén danh gia mdt cach déu dan vé kha niing bénh nhén dugc diéu
tri béng donepezil dbi véi viée tiép tuc i xe hay van hanh may méc phire tap.

10. Twong tic, twong ky ciua thude

Twong tic thuic

Donepezil hydroclorid va/hodc bit ky san phdm chuyén hoa nao cta né cling khong trc ché qua

trinh chuyén hoa theophyllin, warfarin, cimetidin hodc digoxin & ngudi. Sy chuyén hoa

donepezil hydroclorid khéng bi dnh hudng boi vi¢e dung déng thoi digoxin hay cimetidin. Cac

nghién cliu in vitro cho thiy isoenzym 3A4 va mot phin nho cia isoenzym 2D6, trong hé théng

cytochrome P450 c6 danh huong dén sy chuyén hoa cua donepezil. Céc nghién clru vé twong tic

thude da duge thwe hién in vitro chiing t6 ring keloconazol, chét trc ché CYP3A4 va quinidin,

chét tic ché CYP2D6, tic ché chuyén hoa ctia donepezil. Do d6 nhiimg chit ndy ciing nhu nhiing

chat uc ché CYP3A4, nhu itraconazol va erythromyein, va chét tic ché CYP2D6, nhu fluoxetin,

co thé gdy tc ché chuyén héa ciia donepezil. Trong mdt nghién clru & nhitng nguoi tinh nguyén

khoe manh, ketoconazol 1am ting ndng do trung binh ctia donepezil khoang 30%.

Céc tac nhin gay cam ung enzym, nhu rifampicin, phenytoin, carbamazepin va rugu co thé lam

giam ndng do donepezil. Vi miic d§ ciia tée dong trc ché hodc cam tmg chua duge biét 10, viée

sit dung thude két hop nhu thé nén than trong. Donepezil hydroclorid ¢6 kha ning anh hudng

dén nhiing thude ¢6 hoat tinh khang cholinergic. N6 ciing c¢6 kha nang tic dong hi¢p lyc khi

didu tri déng thér véi cac thude nhu succinylcholin, cac thude e ché than kinh-co khac, hay cac

chét chu vén cholinergic hodic cdc thude chen beta c6 anh hudng trén din truyén tim.

Twong ky ciia thude: Do khong c6 cée nghién ctru vé tinh tuong ky cta thube, khong trdn lin

thudc nay véi cac thude khic.

11. T4c dung khong mong mudn ciia thubc:

Cac phan ung phu thuong gap nhét 1 iu chay, co clmg co, mét moi, budn non, non va mét ngi.

Danh muyc cic tac dung khéng mong mudn dwoc trinh bay & dgng bing
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Tén sufit ciia céc bién ¢b ngoai y nhu sau: thwong giip (>1/100, <1/10), it gap (>1/1000, <1/100),
hiém gap (>1/10.000, <1/1000), rit hiém gip (<1/10.000), chua biét (khong thé dy dodn tir cac

dir liéu san co).

A -
Hé co' quan s ;g;'ung Thuong gip it gap Hiém giip Réit hiém giip
Nhiém  tring Cam lanh
va ky sinh thong thudng
trung
Rbi loan Chan an
chuyén héa va
dinh dudng o 1
R&i loan tdm Ao gidc*
than Kich déng*
Hanh vi hung
hing**
Gidic mo bt
thuomg va ac
mong**
RSi  loan hé Ngat* Pong kinh* Céc triéu | Hoi ching 4c
than kinh Choang vang chimg  ngoai | tinh than kinh
Mat ngti thap

Roi loan tim

Nhip tim
chim

Bloc xoa.ngrnh'l'
Bloc nhi that

xuwong, mo lién
A "
ket va xuong

RGi loan tiéu | Tiéu chay Non Xuét huyét da
hoa Budn nén R&i logn ving | ddy — rugt
bung Loét da day ta
= trang
Réi loan gan R&i loan chirc
mét ning gan ké ca
viém gan™®*¥
RGi loan da va Phét ban
biéu md Ngira
R6i  loan co Co clmg co

R6i loan thén

| Tidu khong tu

ngd doe

b

va tiét nidu chu

RAi loan toan | Nhire dau Mét moi

thAn va tinh Dau

trang tai chd

dung thude _

Xeét nghiém Tang nhe
néng do
creatin  kinase
co trong mau

Tén thuong va Tai nan

* Khi diéu tra néhTén ciru nhitng bénh nhén bj néél hay dong kinh, nén luu y dén kha ndng cd

bloc tim hodc ngung xoang kéo dai.

#% Cc truomg hop 4o gide, kich dong va hanh vi hung hing da duge didu chinh bang cach giam

liéu hodc ngung diéu tri.

##% Trong nhing (ruong hop roi loan chirc nang gan khong 16 nguyén nhén, nén cén nhac viée

ngimg diéu tri donepezil hydroclorid.

b -
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Théng bdo ngay cho bdc s hodic dugc s§ nhitng phdan itng co hai gdp phai khi sw dung th uéc.

12. Qua lidu va cdch xik tri

Liéu gay chét trung binh udc tinh ctia donepezil hydroclorid sau khi dung mét liéu udng duy nhat
& chudt nhit 1a 45 mg/kg va chudt cong 1a 32 mg/kg, tuong duong khoang 225 ldn va 160 lan
lidu t5i da 10 mg/ngay ding cho ngudi. Cac déu hiu cta sy kich thich cholinergic lién quan dén
liéu dugc ghi nhdn & cac dong vt thi nghiém bao gdm: giam cir dong ty y, tu thé nim sép, ding
di 1o dao, chdy nude mét, co gidt rung, hd hip giam, tiét nudc bot, co dong ti, co clng co cuc
bd va than nhiét bé mat giam.

Ding qua lidu chét tic ché cholinesterase c6 thé dua dén con kich thich hé cholinergic ddc trung
boi budn nén trAm trong, nén, ting tiét nude bot, dd mb hoi, chim nhip tim, ha huyét ap, giam ho
hép, truy tudn hoan va co giat. Cé kha nang ting tinh trang nhuge co v cé thé dua dén tir vong
néu cac co ho hép bi anh huang.

Cfing nhu trong bat ky truong hop ding qué lidu nao, nén ding cdc bién phap hd trg toan than.
Chét khang cholinergic bic ba nhu atropin c6 thé duge sir dung nhu mdt thube giai dde trong
truong hop qué liéu donepezil hydroclorid. Nén dung atropin sulphat tiém tinh mach voi liéu
duge chuén do cho dén khi dat hiéu qua mong mudn: liéu khai ddu tir 1 dén 2mg tiém tinh mach
v6i lidu ké tiép duge dya trén dap tng 1am sang. Cac dap tmg khong dién hinh v& huyét ap va
nhip tim da duoc ghi nhin voi cac thude 6 tac dung giéng cholin khi duge ding ddng thoi voi
cac thude khéng cholinergic bac bdn nhu glycopyrrolat. Chua & ¢ phai donepezil hydroclorid
va/hodc cdc chét chuyén hoa clia n6 c6 thé duoc thai trir bing thdm phén hay khong (thdm phén
méu, thdm phan phic mac hodc loc mau).

13. Dic tinh duge lue hoce:

Nhém duge ly: Thude didu trj thoéi hoa than kinh.

Ma ATC: NO6DAO02

Co ché tic dong: Donepezil hydroclorid 1a cht tc ché chuyén bigl va co hdi phuc
acetylcholinesterase la mot cholinesterase chiém wu thé trong ndo. Trong thir nghiém in
vitro, donepezil hydroclorid trc ché enzym nay manh hon 1.000 l4n so voi butyrylcholinesterase,
mot enzym hién dién chi yéu bén ngoai hé than kinh trung wong.

Sa st tri tué¢ trong bénh Alzheimer

Bénh Alzheimer mitc dp nhe dén trung binh: O nhitng bénh nhan bi chimg sa sit trf tu¢ trong
bénh Alzheimer tham gia vao thit nghiém 1am sang, viée dung donepezil hydroclorid lidu duy
nhit mdi ngay Smg hodc 10mg tao ra sy Uc ché hoat tinh men acetylcholinesterase & trang thai
6n dinh (do & mang hé’mg cau) 12 63,6% va 77,3% tuong tng khi duge de theo lidu. Sy te ché
acetylcholinesterase (AChE) ciia donepezil hydroclorid & (& bao hong cdu c6 lién quan dén
nhitng thay d6i thang diém ADAS-cog. mot thang diém nhay dé kiém tra phuong di¢n nhén thire

c6 chon loc. Kha ning cia donepezil hydroclorid trong viéc lam thay dbi qué trinh bénh 1y thin
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kinh tiém &n chua duoc nghién ctu. Vi viy donepezil hydroclorid khong duge xem la cé bét ky
tac dong nao trén tién trién cua bénh.
Hiéu qua cua viée diéu tri chimg sa sat trf ué trong bénh Alzheimer béing donepezil hydroclorid
da duge nghién ctu trong 4 thir nghiém lam sang ¢6 kiém chimg bang gia duoc, 2 thir nghi¢m
kéo dai 6 thang va 2 thir nghiém kéo dai 1 nam.
Trong thir nghiém 14m sang kéo dai 6 thang, viéc phén tich hiéu qua cua viéc diéu tri bing
donepezil dua trén su két hop ctia 3 tiéu chudn: thang diém ADAS-cog (dénh gid kha niang nhén
thitc), cam tudng dya trén phong van 1am sang cta thdy thudc vé su thay déi véi cac dit lidu cta
ngudi chim séc (danh gid toan thé chic ning - CIBIC) va thang diém dénh gia cac hoat déng
song hang ngay (rong thang diém danh gid sa st tri tué trén 1dm sang (danh gid kha ning hoa
nhap cong ddng, gia dinh, s& thich va cham séc ca nhén).
Nhiing bénh nhéan dap ing tiéu chudn liét ké dudi day dugc xem 1a co dap tmg diéu tri.
Dap (g = Cai thién thang diém ADAS-cog it nhét 4 diém

Khéng xéu di bang danh gia CIBIC+

Khéng x4u di thang diém danh gia céc hoat dong sdng hang ngay trong thang diém

dénh gia su sa sat tri tué trén lam sang.

% Dap ung
Dén sb tham gia nghién S6 truomg hop dugce
clru quan sat n = 352

Nhém gia dugce 10% 10%

Nhom donepezil hydroclorid 5 mg 18%* 18%*

Nhom donepezil hydroclorid 10 mg | 21%* 22%*

*p < 0,05 ' -
** p<0,01

phan tram cac bénh nhan duge danh gia la dap tng diéu tri,

; 14. Diic tinh duge dong hoc:
Hip thu:
Nong do cao nhét trong huyét tuong dat dugc khoang 3 dén 4 git' sau khi udng. Nong do trong
huyét tuong va dién tich dudi duong cong ting ty 1€ voi lidu ding. Thoi gian ban hiy ¢ giai dogn
cudi khoang 70 git, nhur viy viéc ding liéu duy nhat hang ngay nhiéu s& dua dén su tiép can dén
trang théi &n dinh. Trang thai gdn nhu 6n dinh dat duoe trong vong 3 tudn sau khi bét déu tri ligu,
Mot khi dat duoc trang théi On dinh, ndng do donepezil hydroclorid trong huyét twong va hoat
tinh v& duge lyc hoc lién quan cho thy c6 rét it bién dbi sudt qua trinh trong ngay.
Thirc @n khong anh hudng dén su hip thu ctia donepezil hydroclorid.
Phan bo:
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Khoéang 95% donepezil hydroclorid gin voi protein huyét twong ngusi. Su gin két voi protein

huyét tuong ctia 6-O-desmethyl donepezil dang chuyén hoa hoat dong chua duge biét 15. Su
. phén bd donepezil hydroclorid & ciac md khic nhau chua duge nghién ciru o rang. Tuy nhién,

trong m@t nghién ciru rén quy mo lon tién hanh trén nam tinh nguyén khoe manh, 240 gi¢ sau

khi ding lidu duy nhit 5mg donepezil hydroclorid duge danh ddu '*C, khoang 28% chat dong vi

danh ddu vAn chua thu hdi duge. Didu nay cho thiy ring donepezil hydroclorid va/hogc cic chit

chuyén héa ctia né c6 thé ton tai trong co thé hon 10 ngay.

Chuyén héa/ Thai trie:

Donepezil hydroclorid duge dao thai trong nuée tiéu & ca hai dang khong thay ddi va dang

chuyén héa bai hé théng cytochrom P450 thanh nhiéu chdl chuyén hoa, khong phai tit ca cac

chit chuyén héa nay déu duogce xdc dinh. Sau khi ding liéu duy nhét Smg donepezil hydroclorid

duge danh dau bang "¢, mic phong xa trong huyét twong, duge thé hién bang ty 1& phan tram

lidu diing, hién dién chi yéu & dang donepezil hydroclorid khong thay doi (30%), 6-O-desmethyl

donepezil (11% - chit chuyén hoa duy nhét thé hién hoat tinh tuong tu v6i donepezil

hydroclorid), donepezil-cis-N-oxid (9%), 5-O-desmcthyl donepezil (7%) va dang lién hop

glucuronid cua 5-O-desmethyl donepezil (3%). Khoang 57% tong lwong phong xa da dimg duge

thu hdi lai tir nude tiéu (17% o dang donepezil khong dbi), va 14,5% duge thu hdi lai tir phan,

cho thiy su bién ddi sinh hoc va sy dao thai qua nudc tiéu 12 duong thai trir cht yéu. Khéng cé

d4u hiéu nao cho thiy donepezil hydroclorid va/hodc bit k¥ chét chuyén héa nao ciia nd tham gia

chu trinh gan rugt.

Nong do donepezil trong huyét twong giam theo thdi gian ban hity khoang 70 gid.

Gidi tinh, chiing toc va tién sit hat thube la khong cé anh hudng dang k& vé mat 1am sang dbi voi

nbng d6 donepezil hydroclorid trong huyét twong, Duge dong hoe cua donepezil chua duge

nghién ctru mgt cach chinh thirc ¢ nhitng ngudi cao tudi khée manh hogic & nhitng bénh nhén bj

sa sat tri tué trong bénh Alzheimer hodac bénh nhén bi sa sat fri tué do mach méu. Tuy nhién

nong do trung binh trong huyét twong ctia nhiing bénh nhan gin nhu tuong duong voi nhiing

nguoi tinh nguyén khoe manh.

Nhitng bénh nhan suy gan & mire d nhe dén trung binh ¢6 Ling ndng do donepezil & trang théi

én dinh, dién tich dudi duong cong ndng dd-thdi gian trung binh khoing 48% va ndng d6 cao

nhét trong huyét tuong (Cpex) trung binh khoang 39%.

15. Qui ciach dong goi

Hép 03 vi x vi 10 vién, kém theo to huéng dén st dung.

Hop 06 vi x vi 10 vién, kém theo t& huémg dén sir dung.

16. Pitu kién bio quin, han dung, tiéu chuéin chiit lwong ciia thube:

Bao quan: Nhiét do khang qua 30°C.

Han dung: 36 thang ké tir ngay san xuat.
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Tiéu chuén chit lvgng cta thude: Tiéu chudn co so.
17. Tén, dia chi ciia co' s& sdn xufit thude

CONG TY CO PHAN DUGC PHAM TRUNG UGNG I - PHARBACO
160 TON PUC THANG — BONG DA — HA NOI

PT: 84-24-38454561; 024- 38454562 Fax: 024-38237460

ararc® i , ) , Sl
SAN XUAT TAI: THANH XUAN - SOC SON - HA NOI
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Aricept Tablets

Summary of Product Characteristics Updated 24-May-2018 | Eisai Ltd
1. Name of the medicinal product
ARICEPT 5 mg film coated tablets
ARICEPT 10 mg film coated tablets
2. Qualitative and quantitative composition
Each film-coated tablet contains 5 mg donepezil hydrochlaride, equivalent to 4.56 mg of donepezil free base.

Excipients with known effect: Each 5 mg tablet contains 87.17 mg of lactose.

Each film-coated tablet contains 10 mg donepezil hydrochloride, equivalent to 9.12 mg of donepezil free base.
. Excipients with known effect: Each 10 mg tablet contains 174.33 mg of lactose.

For the full list of excipients, see section 6.1.

3. Pharmaceutical form
Film-coated tablet.

ARICEPT 5 mg film coated tablets are white, round, biconvex tablets debossed 'ARICEPT' on one side and '5' on the
other side.

ARICEPT 10 mg film coated tablets are yellow, round, biconvex tablets debossed 'ARICEPT' on one side and '10' on the
other side.

4. Clinical particulars

4.1 Therapeutic indications

ARICEPT film coated tablets are indicated for the symptomatic treatment of mild to moderately severe Alzheimer's
dementia.

4.2 Posology and method of administration

Posology:
Adults/Elderly people

Treatment is initiated at 5 mg/day (once-a-day dosing). The 5 mg/day dose should be maintained for at least one month
in order to allow the earliest clinical responses to treatment to be assessed and to allow steady-state concentrations of
donepezil hydrochloride to be achieved. Following a one-month clinical assessment of treatment at 5 mg/day, the dose of
ARICEPT can be increased to 10 mg/day (once-a-day dosing). The maximum recommended daily dose is 10 mg. Doses
greater than 10 mg/day have not been studied in clinical trials.

Treatment should be initiated and supervised by a physician experienced in the diagnosis and treatment of Alzheimer's
dementia. Diagnosis should be made according to accepted guidelines (e.g. DSM IV, ICD 10). Therapy with donepezil
should only be started if a caregiver is available who will regularly monitor drug intake for the patient. Maintenance
treatment can be continued for as long as a therapeutic benefit for the patient exists. Therefore, the clinical benefit of
donepezil should be reassessed on a regular basis. Discontinuation should be considered when evidence of a
therapeutic effect is no longer present. Individual response to donepezil cannot be predicted.

Upon discontinuation of treatment, & gradual abatement of the beneficial effects of ARICEPT is seen.
Paediatric population

ARICEPT is not recommended for use in children and adolescents below 18 years of age.

Patients with renal and hepatic impairment

A similar dose schedule can be followed for patients with renal impairment, as clearance of donepezil hydrochleride is
not affected by this condition.

Due to possible increased exposure in mild to moderate hepatic impairment (see section 5.2), dose escalation should be
performed according to individual tolerability. There are no data for patients with severe hepatic impairment.

Method of administration
ARICEPT should be taken orally, in the evening, just prior to retiring.

4.3 Contraindications
hitps:/fwww.medicines.org.ukfemc/product/3776/smpc/print
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Hypersensitivity to donepezil hydrochloride, piperidine derivatives, or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

The use of ARICEPT in patients with severe Alzheimer's dementia, other types of dementia or other types of memory
impairment (e.g., age-related cognitive decline), has not been investigated.

Anaesthesia
ARICEPT as a cholinesterase inhibitor, is likely to exaggerate succinylcholine-type muscle relaxation during anaesthesia.
Cardiovascular Conditions

Because of their pharmacclogical action, cholinesterase inhibitors may have vagotonic effects on heart rate (e.g.
bradycardia). The potential for this action may be particularly important to patients with "sick sinus syndrome” or other
supraventricular cardiac conduction conditions, such as sinoatrial or atrioventricular block.

There have been reports of syncope and seizures. In investigating such patients the possibility of heart block or long
sinusal pauses should be considered.

Gastrointestinal Conditions

Patients at increased risk for developing ulcers, e.g. those with a history of ulcer disease or those receiving concurrent

' nonsteroidal anti-inflammatory drugs (NSAIDs), should be monitored for symptoms. However, the clinical studies with
ARICEPT showed no increase, relative to placebo, in the incidence of either peptic ulcer disease or gastrointestinal
bleeding.

Genitoutinary
Although not observed in clinical trials of ARICEPT, cholinomimetics may cause bladder outflow obstruction.
Neurological Conditions

Seizures: Cholinomimetics are believed to have some potential to cause generalised convulsions. However, seizure
activity may also be a manifestation of Alzheimer's disease.

Cholinomimetics may have the potential to exacerbate or induce extrapyramidal symptoms.
Neuroleptic Malignant Syndrome (NMS)

NMS, a potentially life-threatening condition characterised by hyperthermia, muscle rigidity, autonomic instability, altered
consciousness and elevated serum creatine phosphokinase levels, has been reported to occur very rarely in association
with donepezil, particularly in patients also receiving concomitant antipsychotics. Additional signs may include
myoglobinuria (rhabdomyolysis) and acute renal failure. If a patient develops signs and symptoms indicative of NMS, or
presents with unexplained high fever without additional clinical manifestations of NMS, treatment should be discontinued.

Pulmonary Conditions

Because of their cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients with a
history of asthma or obstructive pulmonary disease.

The administration of ARICEPT concomitantly with other inhibitors of acetylcholinesterase, agonists or antagonists of the
cholinergic system should be avoided.

Severe Hepatic Impairment
There are no data for patients with severe hepatic impairment.
Mortality in Vascular Dementia Clinical Trials

Three clinical trials of 6 months duration were conducted studying individuals meeting the NINDS-AIREN criteria for
probable or possible vascular dementia (VaD). The NINDS-AIREN criteria are designed to identify patients whose
dementia appears to be due solely to vascular causes and to exclude patients with Alzheimer's disease. In the first study,
the mortality rates were 2/198 (1.0%) on donepezil hydrochloride 5 mg, 5/206 (2.4%) on donepezil hydrochloride 10 mg
and 7/199 (3.5%) on placebo. In the second study, the mortality rates were 4/208 (1.9%) on donepezil hydrochloride 5
mg, 3/215 (1.4%) on donepezil hydrochloride 10 mg and 1/193 (0.5%) on placebo. In the third study, the mortality rates
were 11/648 (1.7%) on donepezil hydrochloride 5 mg and 0/326 (0%) on placebo. The mortality rate for the three VaD
studies combined in the donepezil hydrochloride group (1.7%) was numerically higher than in the placebo group (1.1%),
however, this difference was not statistically significant. The majority of deaths in patients taking either donepezil
hydrochloride or placebo appear to result from various vascular related causes, which could be expected in this elderly
population with underlying vascular disease. An analysis of all serious non-fatal and fatal vascular events showed no
difference in the rate of occurrence in the donepezil hydrochloride group relative to placebo.

In pooled Alzheimer's disease studies (n=4146), and when these Alzheimer's disease studies were pooled with other
dementia studies including the vascular dementia studies (total n=6888), the mortality rate in the placebo groups

https://www.medicines.org.ukleme/product/3776/smpc/print 2/8
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numerically exceeded that in the donepezil hydrochloride groups.
Excipients

This medicinal product contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Donepezil hydrochloride and/or any of its metabolites do not inhibit the metabolism of theophylline, warfarin, cimetidine
or digoxin in humans. The metabolism of donepezil hydrochloride is not affected by concurrent administration of digoxin
or cimetidine. In vitro studies have shown that the cytochrome P450 isoenzymes 3A4 and to a minor extent 2D6 are
involved in the metabolism of donepezil. Drug interaction studies performed in vitro show that ketoconazole and
quinidine, inhibitors of CYP3A4 and 2D6 respectively, inhibit donepezil metabolism. Therefore these and other CYP3A4
inhibitors, such as itraconazole and erythromycin, and CYP2D8 inhibitors, such as fluoxetine could inhibit the
metabolism of donepezil. In a study in healthy volunteers, ketoconazole increased mean donepezil concentrations by
about 30%.

Enzyme inducers, such as rifampicin, phenytoin, carbamazepine and alcohol may reduce the levels of donepezil. Since
the magnitude of an inhibiting or inducing effect is unknown, such drug combinations should be used with care.
Donepezil hydrochloride has the potential to interfere with medications having anticholinergic activity. There is also the
potential for synergistic activity with concomitant treatment involving medications such as succinylcholine, other neuro-
muscular blocking agents or cholinergic agonists or beta blocking agents that have effects on cardiac conduction.

4.6 Fertility, pregnancy and lactation

" Pregnancy,
There are no adequate data from the use of donepezil in pregnant women.

Studies in animals have not shown teratogenic effect but have shown pre and post natal toxicity (see section 5.3
preclinical safety data). The potential risk for humans is unknown.

ARICEPT should not be used during pregnancy unless clearly necessary.
Breastfeeding

Donepezil is excreted in the milk of rats. It is not known whether donepezil hydrochloride is excreted in human breast
milk and there are no studies in lactating women. Therefore, women on donepezil should not breast feed.

4.7 Effects on abhility to drive and use machines

Donepezil has minor or moderate influence on the ability to drive and use machines.

Dementia may cause impairment of driving performance or compromise the ability to use machinery. Furthermore,
donepezil can induce fatigue, dizziness and muscle cramps, mainly when initiating or increasing the dose. The treating
physician should routinely evaluate the ability of patients on donepezil to continue driving or operating complex
machines.

4.8 Undesirable effects

The most common adverse events are diarrhoea, muscle cramps, fatigue, nausea, vomiting and insomnia.

Adverse reactions reported as more than an isolated case are listed below, by system organ class and by frequency.
. Frequencies are defined as: very common (2 1/10) common (2 1/100 to < 1/10), uncommon (2 1/1,000 to 1/100), rare (2
1/10,000 to 1/1,000): very rare (< 1/10,000) and not known (cannot be estimated from avaiiable data).

System Organ  |Very Common Uncommon Rare Very Rare
Class Common

Infections and Common cold

infestations

Metabolism and Anorexia

nutrition disorders

Psychiatric Hallucinations**

disorders Agitation**
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Aggressive
behaviour™
Abnormal dreams
and Nightmares™*
Nervous system Syncope* Seizure* Extrapyramidal Neuroleptic malignant
disorders Dissinass symptoms syndrome
Insomnia
Cardiac disorders Bradycardia Sino-atrial block
Atrioventricular
block
Gastrointestinal Diarrhoea Vamiting Gastrointestinal
disorders Kaiaea Abdominal haemorrhage
disturbance Gastric and
duodenal ulcers
Salivary
hypersecretion
Hepato-biliary Liver dysfunction
disorders including
hepatitis***
Skin and Rash
subcutaneous Pruritis
tissue disorders
Musculoskeletal, Muscle cramps Rhabdomyolysis****
connective tissue
and bone
disorders
Renal and urinary Urinary
disorders incontinence
General disorders |Headache Fatigue
and Pain
administration site
conditions
Investigations Minor increase in
serum
concentration of
muscle creatine
kinase
Injury and Accident
poisoning

* *|n investigating patients for syncope or seizure the possibility of heart block or long sinusal pauses should be
considered (see section 4.4).

* Reports of hallucinations, abnormal dreams, nightmares, agitation and aggressive behaviour have resolved on dose-
reduction or discontinuation of treatrent.

*** |n cases of unexplained liver dysfunction, withdrawal of ARICEPT should be considered.

=+ Rhabdomyolysis has been reported to occur independently of Neuroleptic Malignant syndrome and in close temporal
association with donepezil initiation or dose increase.

Reporting of suspected adverse reactions
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Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitaring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via the Yellow Card Scheme at: www.mhra.gov.uk/yellowcard or search for MHRA Yellow
Card in the Google Play or Apple App Store.

4.9 Overdose

The estimated median lethal dose of donepezil hydrochloride following administration of a single oral dose in mice and
rats is 45 and 32 mg/kg, respectively, or approximately 225 and 160 times the maximum recommended human dose of
10 mg per day. Dose-related signs of cholinergic stimulation were observed in animals and included reduced
spontaneous movement, prone position, staggering gait, lacrimation, clonic convulsions, depressed respiration,
salivation, miosis, fasciculation and lower body surface temperature.

Overdosage with cholinesterase inhibitors can result in cholinergic crisis characterised by severe nausea, vomiting,
salivation, sweating, bradycardia, hypotension, respiratory depression, collapse and convulsions. Increasing muscle
weakness is a possibility and may result in death if respiratory muscles are involved.

As in any case of overdose, general supportive measures should be utilised. Tertiary anticholinergics such as atropine
may be used as an antidote for ARICEPT overdosage. Intravenous atropine sulphate titrated to effect is recommended:
an initial dose of 1.0 to 2.0 mg IV with subsequent doses based upon clinical response. Atypical responses in blood
pressure and heart rate have been reported with other cholinomimetics when co-administered with quaternary
anticholinergics such as glycopyrrolate. It is not known whether donepezil hydrochloride and/er its metabolites can be
removed by dialysis (haemodialysis, peritoneal dialysis, or haemofiltration).

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: anti-dementia drugs; anticholinesterase; ATC-code NO6DAOZ.
Mechanism of action

Donepezil hydrochloride is a specific and reversible inhibitor of acetylcholinesterase, the predominant cholinesterase in
the brain. Donepezil hydrochlaride is in vitro over 1000 times more potent an inhibitor of this enzyme than of

. butyrylcholinesterase, an enzyme that is present mainly outside the central nervous system.

Alzheimer's Dementia

In patients with Alzheimer's Dementia participating in clinical trials, administration of single daily doses of 5 mg or 10 mg
of ARICEPT produced steady-state inhibition of acetylcholinesterase activity (measured in erythrocyte membranes) of
63.6% and 77.3%, respectively when measured post dose. The inhibition of acetylcholinesterase (AChE) in red blood
cells by donepezil hydrochloride has been shown to correlate to changes in ADAS-cog, a sensitive scale that examines
selected aspects of cognition. The potential for donepezil hydrochloride to alter the course of the underlying
neuropathology has not been studied. Thus ARICEPT cannot be considered to have any effect on the progress of the
disease.

Efficacy of treatment of Alzheimer's Dementia with ARICEPT has been investigated in four placebo-controlled trials, 2
trials of 6-month duration and 2 trials of 1-year duration.

In the 6 months clinical trial, an analysis was done at the conclusion of donepezil treatment using a combination of three
efficacy criteria: the ADAS-Cog (a measure of cognitive performance), the Clinician Interview Based Impression of
Change with Caregiver Input (a measure of global function) and the Activities of Daily Living Subscale of the Clinical
Dementia Rating Scale (a measure of capabilities in community affairs, home and hobbies and personal care).

Patients who fulfilled the criteria listed below were considered treatment responders.

Response = Improvement of ADAS-Cog of at least 4 points
No deterioration of CIBIC +
No Deterioration of Activities of Daily Living Subscale of the Clinical Dementia Rating Scale

% Response
Intent to Treat Population Evaluable Population
n=365 n=352

Placebo Group 1.00/; - 10%

ARICEPT tablets 5-mg Group 18%* 18%*
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ARICEPT tablets 10-mg Group 21%* 22%**
*p<0.05
**p=<0.01

ARICEPT produced a dose-dependent statistically significant increase in the percentage of patients who were judged
treatment responders.

5.2 Pharmacokinetic properties

Absorption

Maximum plasma levels are reached approximately 3 to 4 hours after oral administration. Plasma concentrations and

area under the curve rise in proportion to the dose. The terminal disposition half-life is approximately 70 hours, thus,

administration of multiple single-daily doses results in gradual approach to steady-state. Approximate steady-state is

achieved within 3 weeks after initiation of therapy. Once at steady-state, plasma donepezil hydrochleride concentrations
1+ and the related pharrmacodynamic activity show litlle variability over the course of the day.

Food did not affect the absorption of donepezil hydrochloride.
Distribution

[Donepezil hydrochloride is approximately 95% bound to human plasma proteins. The plasma protein binding of the
active metabolite 6-O-desmethyl donepezil is not known. The distribution of donepezil hydrochloride in various body
tissues has not been definitively studied. However, in a mass balance study conducted in healthy male volunteers, 240
hours after the administration of a single 5 mg dose of '*C-labelled donepezil hydrochloride, approximately 28% of the
label remained unrecovered. This suggests that donepezil hydrochloride and/or its metabolites may persist in the body
for more than 10 days.

Biotransformation/ Elimination

Donepezil hydrochloride is both excreted in the urine intact and metabolised by the cytochrome P450 system to multiple

metabolites, not all of which have been identified. Following administration of a single 5 mg dose of "C-labelled
donepezil hydrochloride, plasma radioactivity, expressed as a percent of the administered dose, was present primarily as
intact donepezil hydrochloride (30%), 8-O-desmethyl donepezil (11% - only metabolite that exhibits activity similar to
donepezil hydrochloride), donepezil-cis-N-oxide (9%), 5-O-desmethyl donepezil (7%) and the glucuronide conjugate of
5-O-desmethyl donepezil (3%). Approximately 57% of the total administered radioactivity was recovered from the urine
(17% as unchanged donepezil), and 14.5% was recovered from the faeces, suggesting biotransformation and urinary
excretion as the primary routes of elimination. There is no evidence to suggest enterchepatic recirculation of donepezil
hydrachlcride and/or any of its metabalites.

Plasma donepezil concentrations decline with a half-life of approximately 70 hours.

Sex, race and smoking history have no clinically significant influence on plasma concentrations of donepezil
hydrochloride. The pharmacokinetics of donepezil has not been formally studied in healthy elderly subjects or in
Alzheimer's or vascular dementia patients. However mean plasma levels in patients closely agreed with those of young
healthy volunteers.

Patients with mild to moderate hepatic impairment had increased donepezil steady stale concentrations; mean AUC by
48% and mean Cax by 39% (see section 4.2).

5.3 Preclinical safety data

Extensive testing in experimental animals has demonstrated that this compound causes few effects other than the
intended pharmacological effects consistent with its action as a cholinergic stimulator (see section 4.9). Donepezil is not
mutagenic in bacterial and mammalian cell mutation assays. Some clastogenic effects were observed in vitro at
concentrations overtly toxic to the cells and more than 3000 times the steady-state plasma concentrations. No
clastogenic or other genotoxic effects were observed in the mouse micronucleus model in vivo. There was no evidence
of oncogenic potential in long-term carcinogenicity studies in either rats or mice.

Donepezil hydrochloride had no effect on fertility in rats, and was not teratogenic in rats or rabbits, but had a slight effect
on still-births and early pup survival when administered to pregnant rats at 50 times the human dose (see section 4.6).

6. Pharmaceutical particulars

6.1 List of excipients

Tablet core
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Lactose monohydrate
Maize starch
Cellulose, microcrystalline
Hyprolose
Magnesium Stearate
Film coating
Talc
Macrogol
Hypromellose
" Titanium dioxide "E171"
Yellow iron oxide "E172" (10mg)

6.2 Incompatibilities
Not applicable.
6.3 Shelf life

Bottles: 3 years

Blisters: 4 years

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

Bottles (HDPE)

Packs of 28, 30 and 100

Blisters (PVC/Aluminium)

Packs of 7, 14, 28, 30, 50, 56, 60, 84, 98,112 and 120

. Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling

No special requirements.
7. Marketing authorisation holder
Eisai Ltd., European Knowledge Centre, Mosquito Way, Hatfield, Hertfordshire, AL10 8SN, United Kingdom
8. Marketing authorisation number(s)
PL 10555/0006 (5mg)
PL 10555/0007 (10mg)
9. Date of first authorisation/renewal of the authorisation
Date of first authorisation: 14th February 18997
Date of last renewal: 10th January 2007
10. Date of revision of the text
11/05/2018
Company Contact Details

Eisai Ltd
Address WWwW
European Knowledge Centre, Mosquito Way, Hatfield, http://www.eisai.co.uk

. Hertfordshire, AL10 9SN
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Telephone Medical Information e-mail
+44 (0)845 676 1400 EUMedInfo@eisai.net

Out of Hours Telephone
+44 (0)845 676 1400
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