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Donepezil hydroclorid (dang Donepezil hydroclorid monohydrat) 10 mg
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DONEPEZIL ODT

Donepezil hydrochloride
(as Donepezil hydrochloride monohydrate) 10 mg

O

Donepezil hydrochloride (as Donepezil hydrochloride monohydrate) 10 mg
BOX OF 3 BLISTERS x 10 ORODISPERSIBLE TABLETS

DONEPEZIL ODT

Rx Prescription only medicine

SOCIAL RESPONSIBILITIES

COMPOSITION : Each tablet contains :

DONEPEZIL ODT

STORAGE : Keep in a dry place,
do not store above 30°C.
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SIDE EFFECTS AND OTHER INFORMATION :

See enclosed leaflet

INDICATIONS, CONTRAINDICATIONS, DOSAGE,
ADMINISTRATION, PRECAUTIONS,

N
5 o
< 9
-

“S
,mam
S Eg .m
L
SCE z
Z s ¥
220 =
£E., Q
=% g
8 a
“Q
I
=9
=



TO HUONG DAN SU DUNG THUOC
Rx Thubc bén theo don

DONEPEZIL ODT 10

THANH PHAN

Doneperzil hydroclorid monohydrat twong dirong
Donepezil hydroclorid ..........ccocevuvreene.... 10 mg
T4 dUge VA A ..o, 1 vién

(Manitol, crospovidon, silic dioxyd keo, aspartam, tinh
dau bac ha, magnesi Stearat)

DANG BAO CHE
Vién nén phén tan trong miéng

DUQC LUC HQC

Durge Iy v co ché tic dung

Donepezil hydroclorid 1 chét e ché chuyén biét va c6
hdi phuc acetylcholin esterase - mot cholinesterase chiém
wu thé trong ndo. Trong thir nghiém in vitro, donepezil
hydroclorid rc ché enzym nay manh hon 1.000 l4n so véi
butyrylcholinesterase, mt enzym hién dién chu yéu bén
ngoai hé thin kinh trung wong.

Sa sut tri tu€ trong bénh Alzheimer

O nhimg bénh nhan bj ching sa sit tri tué trong bénh
Alzheimer tham gia vao thir nghi¢ém 1am sang, viéc dung
donepezil hydroclorid liéu duy nhit m3i ngay 5 mg hoc
10 mg d3 tao ra sy wc ché hoat tinh enzym
acetylcholinesterase & trang thai 6n dinh (do & mang hdng
cdu) 1a 63,6% va 77,3% tuong ting khi dugc do theo cac
lidu nhu trén. Su e ché acetylcholinesterase (AChE) ciia
donepezil hydroclorid & té bao hdng ciu twong dwong véi
céc tac dong clia né & vé ndo va c6 lién quan dén nhing
thay dbi thang diém ADAS-cog (Alzheimer Disease
Assessment Scale-Cognitive), mt thang diém nhay dé
kiém tra phuong dién nhan thic ¢6 chon loc (d4anh gia vé
nhén thic). Kha nang ctia donepezil hydroclorid trong
viéc lam thay ddi qu4 trinh bénh 1y than kinh tiém 4n chua
dugc nghién ctu. Vi vdy, donepezil hydroclorid khong
duge xem 1a c6 bét ky tic dong ndo trén tién trién cia
bénh va khong phai 1a thubc didu tri tiét can bénh.

Hiéu qua cta viéc didu tri chimg sa sut trf tué trong bénh
Alzheimer bing donepezil hydroclorid da dwoc nghién
ctru trong 4 thir nghi€ém ldm sang c6 kiém ching bing gia
duoc, 2 thir nghiém kéo dai 6 thang va 2 thir nghiém kéo
dai 1 ndm.

Trong thir nghiém 14m sang kéo dai 6 théng, viéc phan
tich hiéu qua cua viéc diéu trj bang donepezil dya trén sy
két hop cta 3 tiéu chudn: thang diém ADAS-cog (dénh
gia vé& nhan thirc), phong vén 1am sang dya trén cam gidc
v& sy thay dbi véi cac dit lidu clia ngudi cham séc (danh
gi4 toan thé chirc nang - CIBIC, Clinician’s Interview-

Based Impression of Change) va thang diém danh gié cac
hoat dong séng hang ngay trong thang diém dnh gi4 sa
sut trf tu¢ trén 1dm sang (danh gi4 kha ning hoa nhép cong
ddng, gia dinh, s& thich va cham séc c4 nhén).
Nhitng bénh nhan dép tng tiéu chuin liét k& dusi day
dugc xem la cé déap l'mg didu tri:
Cai thién =

Cai thién thang diém ADAS -cog it nhét 4 diém.

Cai thién hogc khong x4u di bang d4nh gi4 CIBIC.

Cai thién hogc khong x4u di thang diém danh gia cac
hoat dong sdng hang ngay trong thang diém danh gi4 su
sa sut tri tu¢ trén 14m sang.

% Pép tng
ok Dan s c6
Nhém Dinsothan ok sees gth
gia nghién ciru o
(n=365) (n=352)
Gia duoc 10% 10%
Donepezil e 5%
hydroclorid 5 mg i 15
Donepezil
hydroclorid 10 21%* 21%**
mg
*p <0,05 **p<0,01

Donepezil hydroclorid d3 tao ra sy ting ddng ké c6 y
nghia théng ké phu thudc vao liéu véi sb phén trim céc
bénh nhéan dugc dénh gid 1a dp mg diéu tri.

Tinh chét dwoc Iy va cdc dic diém ciia bénh nhéan:
Donepezil hydroclorid 1a chét e ché AChE nén lam tc
ché sy thiy phén acetylcholin & hé thin kinh trung uong,
do d6 thubc c6 lgi fch trong tri liu. Enzym AChE xuét
hién & ngoai vi hdng cdu, vi vy viéc dénh gia tic dong
ciia AChE & mang hdng ciu cung cdp mét chi s6 vé dugc
luc hoc cuia donepezil hydroclorid.

Donepezil hydroclorid dugc dénh déu bing C'* da dugc
danh gia trong mot s6 thir nghiém vé dugc dong hoc/dugc
luc hoc & ngudi va trong nhitng thir nghi¢m 18m sang 6
kidém chimg. Ndng 6 donepezil hydroclorid do dugc
trong huyét tuong trén nhiing ngudi thir nghiém va
phuong phdp do ludng sy uc ché AChE cho thdy
donepezil hydroclorid thé hién tic dong dugc ly nhu da
du doén.

Céc két qua tir viéc theo ddi viéc dung thube tri lidu
khong cho thdy c6 mbi quan hé rd réng nao gifta nong do
thudc trong huyét twong va phéan tng bét lgi cla thudc.

¥




DUQC PONG HQC

Hip thu:

Néng do donepezil hydroclorid cao nht trong huyét
twong dat dwgc khoang 3 dén 4 giv sau khi ubng. Nong do
thuéc trong huyét twong va dién tich duéi dudng cong
ndng do-thoi gian ting ty 18 véi lidu ding. Thoi gian bén
hity & giai doan cudi khoang 70 gid, nhu vdy viéc ding
lidu duy nhét hang ngdy s& din dua dén trang thi n dinh.
Trang thai gin nhu 4n dinh dat duoc trong vong 3 tudn
sau khi bit ddu trj liéu. Mot khi dat duoc trang thai on
dinh, ndng ¢ donepezil hydroclorid trong huyét twong va
hoat tinh v& duoc luc hoc lién quan cho théy c6 rét it bién
dbi sudt qua trinh trong ngay. Thirc #n khong anh huéng
dén su hip thu ctia donepezil hydroclorid.

Phdn bo:

Khoang 95% donepezil hydroclorid gén véi protein huyét
twong ngudi. Sy gin két véi protein huyét trong cuia 6-O-
demethyl donepezil, 1a dang chuyén héa cé hoat tinh ciia
donepezil hydroclorid, chua duoc biét r5. Sy phan bd
donepezil hydroclorid & cdc md khac nhau chua dugc
nghién ctru rd rang. Tuy nhién, trong mdt nghién ctu trén
quy md 16n tién hanh trén nhimmg ngudi nam tinh nguyén
khde manh, 240 gid sau khi dung liéu duy nhit 5 mg
donepezil hydroclorid dugc danh ddu C", c6 khoang 28%
chét déng vi dénh du van chua thu hdi dugc. Pidu nay
cho thdy ring donepezil hydroclorid va/hoic céc chét
chuyén héa ciia n6 c6 thé tdn tai trong co thé hon 10 ngay.
Chuyén héa:

Donepezil hydroclorid dugc chuyén héa mét phin qua
isoenzym CYP3A4 va véi mic do it hon qua CYP2D6
thanh 4 chit chuyén héa chu yéu. Sau khi ding liéu duy
nhédt 5 mg donepezil hydroclorid dugc danh d4u bing C",
mirc phéng xa trong huyét twong, dugc thé hién bing ty 16
phén tram lidu dung, hién dién chua yéu & dang donepezil
hydroclorid khong thay déi (30%), 6-O-demethyl
donepezil (11% - 1a chit chuyén héa duy nhit thé hién
hoat tinh twong tw v6i donepezil hydroclorid), donepezil-
cis-N-oxid (9%), 5-O-demethyl donepezil (7%) va dang
lién hop glucuronid ctia 5-O-demethyl donepezil (3%).
Thai tru:

Donepezil hydroclorid dugc dao thai trong nude tidu & ca
hai dang khong thay ddi va dang chuyén héa. Trong 10
ngay, khoang 57% cua lidu ding da dung dugc thu hdi lai
tir nuéc tidu (17% & dang donepezil khéng dbi, 15% dugc
thu hdi lai tir phan, va 28% con lai khéng thu hdi dugc, c6
thé do c6 sy tich luy), cho thdy sur bién ddi sinh hoc va su
dao thai qua nuéc tidu 1a dudng thai trir chii yéu. Khéng
c6 ddu hiéu nao cho théy donepezil hydroclorid va/ho#ic
bat ky chit chuyén héa nao ctia né tham gia chu trinh gan
ruft. Thoi gian ban thai 1a khoang 70 gio.

Giéi tinh, ching toc va tién st hat thube 14 khong c6 anh
huéng ding ké v& mit lam sang d6i voi néng do

donepezil hydroclorid trong huyét twong. Dugc dong hoc
cua donepezil hydroclorid chua dugc nghién ciru mét
céch chinh thirc & nhitng ngudi cao tudi khde manh hoic
¢ nhitng bénh nhén bj sa sut tri tué¢ trong bénh Alzheimer
hodc bénh nhan bj sa st tri tué do mach. Tuy nhién ndng
d6 trung binh trong huyét twong ctia nhirng bénh nhan gin
tuwong duong v6i nhitng ngudi tinh nguyén khoe manh.
Nhitng bénh nhan suy gan & mirc 46 nhe hodc vira c6 ting
ndng do6 donepezil & trang thai én dinh, dién tich duéi
duimg cong ndng d¢-thoi gian trung binh khoang 48% va
ndng d6 cao nhit trong huyet twong (Cmax) trung bmh
khoang 39%.

CHI PINH PIEU TRI

Donepezil hydroclorid dugc chi dinh trong diéu trj tridu
chirng va gidm tam thoi chimg sa st tri tu¢ & mic d§ nhe
hodc vira trong bénh Alzheimer.

LIEU LUQNG VA CACH DUNG

Cach dung: _
Thudc ding dudng uéng. Khéng phy thuge vao bira n.
Pit thudce trén ludi cho vién ri ra rdi nudt khong cin nuéce
hoic ubng véi nuéc.

Liéu heong:
- Nguoi I6n va nguoi cao tudi
Viéc diéu tri bat ddu & lidu 5 mg/ngay (liéu 1 14n mdi
ngiy) , |
Licu 5 mg/ngay nén dugc duy tri it nhat 12 mt thang dé
c6 thé danh gid nhitng dép tmg 14m sang sém nhét dbi véi
viéc didu trj cing nhu gitp dat duoc ndng d6 donepezil &
trang théi 6n dinh.
Sau mdt thang danh gia 1am sang trong viéc diéu trj & lidu
5 mg/ngay, c6 thé tang lidu lén dén 10 mg/ngay (lidu 1 l4n
mdi ngay). Liéu t8i da hing ngay dugc d& nghj 1a 10 mg.
Céc liéu 16n hon 10 mg/ngay chua dwgc nghién ciru trong
thir nghiém 14m sang.
Khi ngung diéu trj c6 thé thdy sy giam din nhing téc
dung c6 loi ctia donepezil. Khdng c¢6 chirng ctr ndo vé tac
dung phéan hdi sau khi ngung diéu tri dot ngot.
Luu y: Boi véi lidu 5 mg/ldn, nén sir dung ché phim cé
ham lugng phit hop (DONEPEZIL ODT 5)
- Suy thdn va gan:
Mot phéc dd lidu twong ty ¢6 thé dugc ding cho bénh
nhan suy thén hoic suy gan & muc do nhe hoic vira vi
nhiing tinh trang ndy khéng dnh huéng dén do thanh thai
cta donepezil.
- Tré em:
Donepezil khéng duge ding cho tré em.

CHONG CHi PINH

- Qué min cam véi donepezil, cac dan xuét cua piperidin
hozc bét cir thanh phan nao cua thuéc.

- Chéng chi dinh & tré em duéi 18 tudi.



CANH BAO VA THAN TRONG KHI SU DUNG

- Chung: Viéc diéu tri nén duoc bit ddu va gidm st boi
bac st c6 kinh nghiém trong viéc diéu trj chimg sa sut tri
tué. Sy chdn doan nén dya theo nhitng huéng din da dugc
cong nhdn (nhu DSM 1V - Diagnostic and Statistical
Manual of Mental Disorder, ICD 10 - International
Classification of Diseases). Viéc diéu tri bing donepezil
chi nén bit d4u khi da c6 ngudi chim s6¢ bénh nhén, chiu
trach nhiém theo d&i bénh nh4n uéng thudc mét cach déu
dan. Piéu tri duy tri c6 thé tiép tuc khi thube van con hiéu
qua diéu trj d6i v6i bénh nhan. Do d6, hiéu qua 14m sang
cia donepezil nén dugc danh gid lai mft cach thudong
xuyén. Nén xem xét ngung didu tri khi hiéu qua didu trj
khéng con nita. Sy dap tng cla timg c4 nhin dbi véi
donepezil khdng thé doan truéc duge. Dung donepezil ddi
véi bénh nhén bi sa sut tri tu¢ ndng, nhitng loai sa sut tri
tué khac hay nhig loai suy giam tri nh¢ khac (nhu gidm
chirc ning nhan thirc lién quan téi tudi) chua dugce nghién
cuu.

- Gdy mé: Donepezil 14 chit tic ché enzym cholinesterase
cé kha ning ting cudng su gidn co loai succinylcholin
trong qué trinh gdy mé.

- Tim mach: Do tac dung dugc ly cia thube nay, cac chit
trc ché men cholinesterase c6 thé c6 céc tac dong cudng
dbi giao cam trén nhip tim (nhu 1am chdm nhip tim). Kha
ning chiu tac dung nay c6 thé dic biét quan trong ddi véi
nhitng bénh nhan c¢6 “hdi chirng nhip xoang bénh ly” hodc
nhiing bénh 1y din truyén trén thét cla tim, nhu chen dan
truyén xoang nhf hay nhi-that.

- Tiéu héa: Nhitng bénh nhan cé nguy co cao loét dudong
tiéu héa, ching han nhu nhitng bénh nhan ¢ tién str loét
hoic nhitng bénh nhan dang dung ddng thoi cac thube
khang viém khong steroid (non steroidal anti-
inflammatory drug; NSAID) cin dugc theo ddi cac triéu
ching dudng tiéu héa. Tuy nhién, nhitng nghién ctru 1am
sang v& donepezil cho thdy khong c6 sy gia ting ty 1¢ loét
tiéu hoa hozic xut huyét dudng tiéu hoa so véi gia duge.

- Co quan sinh duc-niéu: Du chua dugc ghi nhén trong
nhimg thir nghiém 1am sang vé donepezil, nhung céc
thudc c6 tac dung gidng cholin c6 thé gay ra bi tiéu.

- Bénh Iy thdn kinh: -

Pong kinh: Cac thubc c6 tac dung gibng cholin duge cho
ring c6 kha ning gy co giat toan than. Tuy nhién, con
dong kinh ciing c6 thé 1a mot bidu hidu cia bénh
Alzheimer. Nhing thubc c6 tic dung gibng cholin c6 thé
1am n3ng thém ho#c gy ra céc tri¢u chirng ngoai thap.

- Hpi chimg than kinh dc tinh (Neuroleptic Malignant
Syndrome: NMS): La mdt hdi ching c6 thé gy tir vong,
dic trung bdi céc triéu ching nhu ting than nhiét, cing
co, thay ddi nhan thirc, ting creatin phosphokinase huyét
tuong, dugc bdo cdo co xay ra khi dung donepezil (hiém
khi), chii y8u & bénh nhan ding phdi hop véi thube chéng

loan thdn. Céc dAu hiéu khac bao gdm tiéu co van, suy
than cép. Néu & bénh nhan xuét hién cac diu hidu, tridu
ching ctia NMS hoic sét cao khong rd nguyén nhéan thi
nén ngimg thudc.

- H6 hdp: Do céc tac dung giéng cholin ciia thudc, nén
cin than khi ké toa cdc chit wc ché choliresterase cho
nhing bénh nhén c6 tién sir hen suyén hoic bénh phdi tic
nghén. Khéng nén dung phdi hop véi céc thudc e ché
acetylcholinesterase khac, thudc chit van hay d6i khang hé
cholinergic.

- Suy gan ndng: Chua c6 dit liéu d6i véi bénh nhén bj suy
gan n3ng.

- Td duwoc: Thanh phdn manitol trong ché phim c6 thé gay
nhuan trang nhe. Thanh phén aspartam trong ché phim 1a
mdt ngudn cung cdp phenylalanin, do d6 cin thin trong
khi dung cho nguoi bi phenylketon niéu.

TUONG TAC THUOC

Céc nghién ciru in vitro cho thiy isoenzym 3A4 va mét
phdn nhé ctia isoenzym 2D6, trong hé thdng cytochrom
Py4so ¢6 anh hudng dén sy chuyén héa ctia donepezil. Cac
thubc rc ché CYP3A4 nhu ketoconazol, itraconazol,
erythromycin va cac thubc trc ché CYP2D6 nhu quinidin,
fluoxetin 1am ting ndng ¢4 donepezil trong huyét twrong.
Trong mgt nghién ctru & nhitng nguodi tinh nguyén khoe
manh, ketoconazol lam ting ndng d¢ trung binh cua
donepezil khoang 30%. Néng d6/tic dung ciia donepezil
cling c6 thé ting 1én do conivaptan, corticosteroid (toan
than).

Nguoc lai, cac thudc cam Ung enzym nhu rifampicin,
phenytoin, carbamazepin va rugu ldm giam ndng do
donepezil trong huyét twong. Nong do/tic dung cua
donepezil ciing c6 thé giam bdi cac thubc khéng
cholinergic, peginterferon alpha 2b, tocilizumab.
Donepezil c6 thé 1am ting ndng d6 cia cac thudc chéng
loan thin, thubc chen beta, thuc chi vén cholinergic,
succinylcholin. Donepezil c6 thé 1am giam ndng do cua
cac thubc khang cholinergic, cic thuc phong bé thin
kinh - co (khong khir cyc).

TRUONG HQP CO THAI VA CHO CON BU

Truong hop c6 thai
Chua c¢6 dir lidu 1am siang vé viéc ding donepezil
hydroclorid cho phu nit mang thai.
C4c nghién ctu trén dong vét cho thdy donepezil
hydroclorid khéng giy quéi thai nhung da thiy c6 doc
tinh trong va sau khi sinh. Nguy co tiém 4n d6i véi ngudi
van chua rd.
Do d6 khéng nén ding thudc nay cho phu nit trong thoi ki
mang thai trir khi hiéu qua mang lai vugt trdi hon hin

nguy co.

Truong hgp cho con bi



Donepezil tiét vao sita chudt. Chua rd ¢6 phai donepezil
hydroclorid dugc tiét vao sita me hay khong va ciing chua
¢6 nghién ciru ndo & phu nit dang cho con bd. Do d6, phu
nit dang dung donepezil khong nén cho con bu.

TAC PONG CUA THUOC KHI LAI XE VA VAN
HANH MAY MOC

Chéng mit, ngii g, mét mdi va co cimg co cd thé xay ra,
dic biét 1a khi bit ddu didu tri hay khi ting lidu dung
donepezil hydroclorid nén cin thén trong khi 14i xe hoic
van hanh may méc.

Thong bdo cho Bdc si nhitng tic dung
khong mong mudn gp phai khi sit dung thuéc

TAC DUNG KHONG MONG MUON (ADR)
Cac phan g phu thudng gip nhét 14 tiéu chay, co cimg
co, mét moi, budn ndn, nén va mét ngu.
Cac phan tmg phy dugc ghi nhén nhiéu hon timg trudng
hop riéng 1é duogc liét k& dudi ddy, theo nhém co quan hé
théng va theo tAn sudt. T4n suét dugc dinh nghia nhu sau:
rit thuong gip (> 1/10), thudng gip (>1/100, <1/10), it
gip (>1/1.000, <1/100), hiém gip (>1/10.000, <1/1.000),
rét hiém giip (< 1/10000).
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tim hodc ngung xoang kéo dai.

Huéng dén cach xir tri ADR

Céc trudng hop ao giac, kich dong va hanh vi hung hiang
da duoc didu chinh bing cach giam lidu hoic ngung diéu
tri.

Trong nhitng trudng hop rdi loan chirc ning gan khéong rd
nguyén nhin, nén cdn nhic viéc ngung diéu tri
DONEPEZIL ODT 10.

QUA LIEU VA XU TRi

Triéu chirng

Viéc ding qua lidu véi chét e ché cholinesterase c6 thé
dwa dén con tiét acetylcholin dic trung bdi budn nén, 6i
mira trAm trong, tiét nudc bot, &6 md héi, cham nhip tim,
huyét ap thip, giam h6 hip, dot quy va co gidt. C6 kha
ning lam ting nhugc co va c6 thé dua dén tir vong néu
céc co hd hép bi anh hudng.
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X tri A 2 g
. Trong bét ky truomg hop diing qua li’éu nao, nén ding cic -}‘g}i}fgf {?g)gg BN

bién phap ho tro toan than. Chat chong tiét cholin bac ba
- nhu atropin ¢6 thé dugc sir dung nhu mét thube giai doc

trong trudong hop qua liéu donepezil hydroclorid.

Atropin sulfat tiém tinh mach: liéu khéi du tir 1 dén 2 mg

HAN DUNG:
36 thang ké tir ngdy san xuét.

tiém tinh mach, lidu ké tiép dwoc dya trén dép vmg 1am o EM,,«,MN
sang. Céc dap tmg khong dién hinh v& huyét 4p va nhip Dé xa tam tay ciia tré em.
tim da dugc bdo cdo véi cac tic dung gibng cholin khéc Doc ky hudng dén sir dung triedc khi ding.

khi diing phéi hop véi cht chéng tiét cholin bac bén nhu Néu cin thém thong tin, xin hoi § kién Bdc st.

glycopyrrolat. Chua biét dugc donepezil hydroclorid Sinxubi ok

v/hofic céc san phdm chuyén hoa ciia n6 c6 thé duge thii | ~ANG TY CO PHAN DUGC PHAM SAVI
trir bing thdm tach hay khong (thdm tich méu, thim phin | (Sawipnarm j )

phtic mac hodc loc mauy). L6 Z.01-02-03a khu Cong nghiép trong khu Ché xuit Tan
Thuén, Phudong Téan Thuén Pong, Quan 7, Thanh phd Hb
DPONG GOL: Chi Minh

Hop 3 vi x 10 vién
Hop 3 vixé x 10 vién

BAO QUAN:
Noi kho, nhiét 6 khong qué 30 °C. Tranh 4nh séng.

Tp. H6 Chi Minh, ngay’ 2.8 thang /2 nim 20/¢
KT Téng Gidm Péc

TUQ.CUC TRUBNG
P.TRUONG PHONG N

Yé Mink; Sisg
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