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GMP-WHO

SONNO 10

DE XA TAM TAY TRE EM
DOC KY HUONG DAN SU DUNG TRUGC KHI DUNG

THANH PHAN: M3i vién nén bao phim chira:
Thanh phin dwoc chiit:
Donepezil hydrochloride 10 mg
Thanh phin ti dwoc:
Lactose monohydrate, Pregelatinized starch, Low-Substituted Hydroxypropyl
Cellulose, Microcrystalline cellulose 10 1, Magnesium stearate, Hydroxypropyl
methylcellulose E6, Polyethylene glycol 6000, Titanium dioxide.
DANG BAO CHE: Vién nén bao phim hinh tru tron, mau tring hay tring nga, thanh
va canh vién lanh lin.
CHi PINH:
Donepezil hydrochloride dugc chi dinh trong diéu tri triéu chitng sa sit tri tué
Alzheimer tir nhe dén trung binh.
CACH DUNG, LIEU DUNG:
Lidu ding:

Needi [6n va newsi cao tuoi:

Bit dau diéu tri & liéu 5 mg/ngdy (liéu 1 1dn/ngay). Lidu 5 mg/ngéy nén duge duy tri it
nhit & mét thing dé ¢ thé danh gid nhitng dép (g [4m sing sém nhét déi vai viéc
diéu tri cling nhu gitp dat duge ndng d6 donepezil hydrochloride & trang thai én dinh,
Saumot thang dénh gid 1am sing & bénh nhan duoc didu tri véi licu 5 mg/ngay, c6 thé
ting licu 1én dén 10 mg/ngay (lidu | lan/ngay). Lidu téi da hing ngay duge khuyén cdo
la 10mg. Ligu I6n hon 10 mg/ngay chua duge nghién ciru trong cic thir nghiém 1am
sang.

Viée diéu tri nén duge mot bic si ¢6 kinh nghi¢m trong chin dodn va didy tri ching
mt tri nhé Alzheimer giam sat tir diu. Chén dodn nén duge thue hién dua theo huténg
dan chinh thire d3 duge cong nhan (nhu DSM IV-. Diagnostic and statistical Manual
of Mental Disorder, ICD 10 — International Classification of Diseases). Tri liéu véi

Donepezil hydrochloride chi nén duoc bt ddu khi di cé nguoi chim sée bénh nhan,
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chiu trach nhiém theo dGi bénh nhin ubng thube mét cich déu dan. Pidu tri duy tri o6
the tiép tuc khi thudc van con higu qua didu trj déi voi bénh. Do do, loi ich 1Am sang
ctia Donepezil hydrochloride nén dugc danh gi4 lai thudng xuyén. Nén xem xét ngung
diéu trj khi hiéu qua diéu tri khong con nita. Khong thé dv dodn dugce dép g c4 nhin
v6i donepezil hydrochloride.

Khi ngung diéu tri ¢6 thé thdy su giam din nhirng tic dung ¢6 1¢i ctia donepezil.

Péi véi bénh nhén suy than:

Khong can phai diéu chinh lidu donepezil hydrochloride & bénh nhan suy thén
vi tinh trang nay khong anh hudéng dén do thanh thii cta thube.

Déi voi bénh nhdn suy ean

Do ¢6 thé ting phoi nhim & bénh nhan suy gan mirc 46 nhe dén trung binh, nén chinh
lidu tiy theo d6 dung nap thudc ciia timg bénh nhén. Khong c6 dir liéu & nhiing bénh
nhan suy gan ning.

Khéng khuyén cdo dung donepezil hydrochloride cho tré em duéi 18 tudi.

Cidch ding:

Sonno 10 duge ding bing duong udng, nudt toan bo vién véi nude, khong bé hodc
lam v vién thube. Udng vao budi téi ngay trudce khi di ngu.

Trong truong hop r6i loan gide ngl bao gdm gide mo bat thudng, 4¢ méng hodc mit
ngt, ¢6 thé can nhic sir dung Sonno 10 vio budi sang.

CHONG CHI DINH:

Qué man voi donepezil hydrochloride, cac din xuit cia piperidine ho#c bét cir thanh
phin nao cda thube.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Hi¢u qua ctia donepezil hydrochloride & bénh nhin Alzheimer suy giam tri nhé nghiém
trong, cac dang khic ctia suy giam tri nhé (ching han suy gidm nhén thire do tudi tac)
chua duge nghién ciu.

Cén than trong khi ding thude cho ngudi bénh trong céc trudmg hop sau:

Giy mé: Donepezil hydrochloride 13 chat (e ché enzym cholinesterase ¢6 khé ning
tang cuong gidn co loai succinylcholine trong qué trinh gy mé.

Tim mgch: Do tac dung duge ly cua thude ndy, cic chit e ché enzym cholinesterase

¢6 the c6 tac dong cuong than kinh di giao cam trén nhip tim (ching han nhu lam
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cham nhip tim). Kha néng chiu tic dung nay c6 thé ddc biét quan trong véi nhirng bénh
nhin ¢6 “héi chimg suy nit xoang” (“sick sinus syndrome”) hodc nhitng bénh 1y din
truyén trén tAm thét nhu block xoang nhi ho3c block nhi-thit. Pi co truong hop nguoi
bénh bi ngt va déng kinh. Khi kham nhiing bénh nhan nhur thé, cin xem xét dén kha
nang ¢é block tim hoic ngung xoang kéo dai.

Da ¢6 bao cdo hau mii vé kéo dai khodng QTc va xoin dinh TdP (Torsade de Pointes).
Can than trong & nhing bénh nhan ¢6 tién sir gia dinh hofc tién sit kéo dai QTc, &
nhiing bénh nhén dugc diéu tri bang thudc anh huéng dén khoang QTec, hodc ¢ nhirng
bénh nhédn ¢6 bénh tim tir trude ¢6 lién quan (vi du: suy tim khong bu, nhdi mau co
tim, nhip tim chdm) hodc réi loan dién giai (ha kali mdu, ha magie méau). C6 thé can
theo doi 1am sang (ECG).

Tiéu hoa: Nhitng bénh nhan c6 nguy co loét dudng tiéu hoa cao, chzing han nhiing
bénh nhén ¢6 tién sir vé bénh loét hojic nhitng bénh nhan dang dung dong thdi cée
thude khéng viém khong steroid (NSAIDs) cén duge theo ddi céc triéu chimg vé da
day — rudt. Tuy nhién, nhitng nghién ctru lam sing vé donepezil hydrochloride cho
thdy khong c6 su gia ting ty 1¢ loét duomg tidu hoa hodic xudt huyét dudng tiéu hda so
véi gia duge.

Sinh dyc-Tiét niéu: D chua duogc ghi nhn trong nhitng thir nghiém 14m sang cuia
donepezil hydrochloride nhung cée thube c6 tic dung gibng choline c6 thé gly ra bi
tiéu.

Bénh Iy thin kinh: Dong kinh: Cac thude ¢6 the dung gidng choline duge cho 14 ¢6
kha nang gy co git toan than. Tuy nhién, con dong kinh ciing c6 thé 13 mét biéu hién
cua bénh Alzheimer. Nhimg thude c6 tic dung gidng choline ¢6 thé lam ning thém
hofc gay ra cic tridu chimg ngoai thép.

Hji chitng than kinh dc tinh (NMS-Neuroleptic Malignant Syndrome): Hoi
chirng an thin kinh 4c tinh (NMS) Ia m{t trang thai nguy hiém dén tinh mang dugce dic
trung béi cdc triéu chirng thin nhiét cao, clrng co, mat tr chi, y thirc thay dbi va ting
creatin phosphokinase huyét thanh, Trang thai nay (NMS) dd duoc bao cdo c6 lién
quan dén vige ding donepezil hydrochloride (& mic d6 rét hiém gap), chii yéu & cac
bénh nhin diing thuée chéng loan thin déng thoi,

Céc diu hiéu khde bao gdm myoglobin niéu (tiéu co van) va suy thén cép.
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Néu bénh nhan ¢6 cde diu hiéu va triéu chimg cta hoi ching than kinh 4c tinh, hoic
¢6 biéu hién st cao chua 3 nguyén nhin ma khéng c¢o biéu hign lam sang bo sung cua
héi chirng than kinh 4c tinh thi nén ngung donepezil hydrochloride.

Bénh Iy hé hip: Nén cin than khi ké don cic chit wrc ché cholinesterase cho nhimng
bénh nhén c6 tién sit hen suyén hoiic bénh phéi tic nghén do tic dyng gidng choline
cta thude. Nén tranh sir dung dong thi donepezil hydrochloride v6i cic chit e ché
acetylcholinesterase, cic chit cha van hay chit dbi khéang ctia hé cholinergic.

Suy gan ngng: Chua c6 dit licu déi véi nhitng bénh nhan bi suy gan ning.

1y I¢ tit vong trong cdc thir nghiém lim sang sa sit tri tué mach mdu:

Ba thit nghiém 14m sang kéo dai 6 théang da duoc tién hanh nghién ciru cdc ¢4 nhan dap
Ung cac tiéu chi NINDS-AIREN vé chimg sa sut tri tué mach mau (VaD) ¢6 kha ning
hodc ¢6 thé xay ra. Cac tiéu chi NINDS- AIREN durge thiét ké dé xac dinh nhirng bénh
nhén bj sa sut tri tué dudng nhu chi do nguyén nhan mach mau va dé loai trir bénh
nhin mdc bénh Alzheimer, Trong nghién ctru diu tién, Ly 1€ tr vong 1a 2/198 (1,0%)
trén donepezil hydrochloride 5 mg, 5/206 (2.4%) trén donepezil hydrochloride 10 mg
va7/199 (3.5%) trén gia duoc. Trong nghién citu thir hai, ty 1¢ tir vong 1a 4/208 (1,9%)
trén donepezil hydrochloride 5 mg, 3/215 (1,4%) trén donepezil hydrochloride 10 mg
va 17193 (0,5%) trén gia duoc. Trong nghién ctru thir ba, t¥ 18 tir vong 1a 11/648 (1,7%)
trén donepezil hydrochloride 5 mg va 0/326 (0%) trén gia duoe. Ty I€ tir vong cho ba
nghién ctiu VaD két hop trong nhém donepezil hydrochloride (1,7%) cao hon vé mit
s6 luong so véi nhom gia dugce (1,1%), tuy nhién, sir khic bigt nay khoéng co ¥ nghia
théng ké. Phin 16n cac truong hop tir vong & bénh nhin dung donepezil hydrochloride
hofic gid duoc duang nhw 1a két qua cua cdc nguyén nhéan lién quan dén mach mau
khée nhau, ¢6 thé xay ra & nhém n gudi cao tudi mic bénh mach m4u tiém an nay. Mot
phén tich vé tit ca cac tr uong hop bénh mach mau nghiém trong khéng ghy tir vong va
gdy tir vong cho thiy khong c6 sy khac bigt vé ty 18 xuét hién trong nhom donepezil
hydrochloride so véi gia dugec.

Trong cdc nghién ctu bénh Alzheimer g0p (n = 4146) va khi cac nghién ciru vé bénh
Alzheimer nay duoc gop chung vai cc nghién ciru vé chitng mét tri nhé khéc bao obm
céc nghién ctiu vé sa sut tri tué do mach mau (téng sé n = 0888), ty 1¢ tr vong & cac

nhém gid duge vuot qua sb lugng & cde nhom donepezil hydrochloride.
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Td dwge: Thudc nay chira lactose. Nhimg bénh nhan c¢6 vin d& vé& dung nap
galaclactose, thiéu hut Lapp lactase hoic kém hép thu glucose-galactose khong dung
thude nay.

SU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU:

St dung thubc cho phu ni¥ ¢6 thai:

Chua c6 dit liéu lam siang vé diing donepezil cho phu nir ¢6 thai.

Céc nghién ctru trén dong vat khong cho thdy kha ning gay quéi thai nhung ¢6 biéu
hién gdy dc trong va sau khi sinh. Nguy co giy dbc ciia thude trén ngudi dén nay van
chua 16 rang. Do d6 khdng nén st dung donepezil hydrochloride cho phu nit mang thai
trir khi that cén thiét (hiéu qua mang lai vuot trdi hin nguy co).

Sir dung th uoc cho Phu nit cho con bi:

Donepezil dugc tiét vao stra chudt me. Chua 3 donepezil hydrochloride c6 duoc tiét
vao sita me hay khong va cling chua c6 nghién ctru nao & phu nir dang cho con bi. Do
do, phu nit dang dung donepezil khéng nén cho con bu.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY
MOC:

Donepezil ¢o anh hudng tir nhe dén trung binh 1én khé néing 1ai xe va sit dung méy
moc.

Chtmg sa sit trf tu¢ ¢6 thé lam giam kha nang 14i xe hojc 1am giam kha niing st dung
may moc. Hon nifa, donepezil ¢6 thé gy mét moi, chodng vang va co cimg cg, chi
véu 1a khi bt dau diéu tri hodc tang lidu. Béc sT diéu trj nén dénh gia mot cach déu dan
vé kha ning bénh nhén duge diéu tri bing donepezil dbi vai vige tiép tuc 13i xe hay
van hanh may moc phure tap.

TUONG TAC, TUONG KY CUA THUOC:

Donepezil hydrochloride va/hoiic bét ky san phdm chuyén hoa nao ciia nd ciing khong
{rc ché qu4 trinh chuyén hoa theophylline, warfarin, cimetidine hoic digoxin & nguoi.
Su chuyén héa donepezil hydrochloride khong bi anh hudng béi viée diing ddng thoi
digoxin hay cimetidine.

Céc nghién ciru in vitro cho thiy isoenzyme 3A4 va mdt phin nhé cta isoenzyme 2D6,
trong hé thng cytochrome P450 ¢6 anh huéng dén su chuyén héa ciia donepezil,

Cdc nghién ciru vé tuong tic thudc da duge thwe hién in vitro ching to ring:

ketoconazole (chit e ché CYP3A4) va quinidine (chét trc ché CYP2D0) gay tuc ché
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chuyén héa ctia donepezil. Do d6 nhiing chit nay cling nhu chét trc ché CYP3A4 khéc
(nhu itraconazole va erythromycin) va chét trc ché CYP2D6 khéc (nhuv fluoxetine), co
thé gay trc ché chuyén héa ciia donepezil.

Trong mot nghién clru & nhitng ngudi tinh nguyén khoe manh, ketoconazole 1am ting
nong do trung binh cta donepezil khoang 30%.

Céc tac nhan gdy cam ung enzyme, nhu rifampicin, phenytoin, carbamazepine va ruou
¢6 thé 1am giam ndng do donepezil. Vi mire df cia tc dong tre ché hodc cam tmg chua
duge biét 1o, viée str dung thude két hop nhu thé nén thén trong.

Donepezil hydrochloride ¢6 kha ning anh huéng dén nhimng thude cé hoat tinh khang
cholinergic. N6 cling ¢6 kha nang tac dong hiép luc khi didu tri déng théi voi céc thube
nhu succinylcholine, cdc thude e ché than kinh-co khac, hay cic chdt chi vén
cholinergic hoic cac thube chen beta ¢6 anh huéng trén dan truyén tim.

Cac troong hop kéo dai khoang QTc va xoan dinh TdP (Torsade de Pointes) do
donepezil di duge bdo cdo. Than trong khi donepezil duoc st dung két hop voi céc
san pham thude khac kéo dai khoang QTc va ¢é thé cdn theo doi 1am sang (ECQ). Cac
vi du bao gbm:

Thude chéng loan nhip nhém IA (vi dy: quinidine)

Thuéc chdng loan nhip nhém II1 (vi du: amiodarone, sotalol)

Mot sb thube chng trdm cam (vi dy: citalopram, escitalopram, amitriptyline)

Thude chéng loan than khac (vi du: din xuét phenothiazine, sertindole. pimozide,
ziprasidone)

Mot s6 loai khang sinh (vi du: clarithromycin, erythromyein, levofloxacin,
moxifloxacin)

TAC DUNG KHONG MONG MUON CUA THUOC:

Céc phan tmg phu thudmg gip nhit 1a tiéu chéy, co cltng co, mét moi, budn nén, ndn
va mét ng.

Céc phan (g phu duge ghi nhan nhiéu hon timng truong hop riéng 1é duoc list ké duéi
ddy, theo nhom co quan hé théng vé theo tin suit. Tin sudt duge dinh nghia nhu sau:
rat thuong gip (= 1/10), thuong giip (= 1/100 va <1/10), it gap (= 1/1000 va < 1/100),
hiém gap (> 1/10000 va < 1/1000), rét hiém giip (<1/10000) va khéng duge biét dén

(khong thé uée tinh tir dir liéu ¢6 sin).

1< =5 5 o\e\
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Phéinloai | Rit Thudng gip | It gip Hiém gip | Rithiém | Khong
theo hé co' | thwomg (>1/100 va (>1/1000 | = 1/10000 | gip biét
quan gap <1/10) va va (<1/10000)
(=1/10) <1/100) <1/1000)
Nhiém Cam lanh
trung va théng thuong
nhiém ky
sinh tring
Roéi Ioan Chén an
chuyén
héa va
dinh
dudng
Roi logan Ao gidc**, Cudng
= tAm thin Kich dong**, dam
hanh vi hung
hang**,
va ac mong**
Roi loan Ngat* DPong Cac triéu | Hoi chitng | Hai
hé than Chéng mit | kinh* chimg than kinh | chimg
kinh Mit ngt ngoai thap | 4c tinh Pisa
(NMS)
Roi loan Nhip tim | Block Xodn
tim chim xoang nhi dinh
Block nhi- TdP
thét Khoang
QT kéo
dai
& Roiloan | Tiéuchay | Non Xuat huyét
hé tiéu héa | Budnnén | Roi loan tiéu | tidu hoa
hoa Loét da
day ta
trang
Tang tiét
nude bot
Roi loan Suy giam
gan mit chire néing
gan, bao
gﬁm ca
viém gan
Hkk
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Réi loan Phat ban Tiéu co
da va mo Ngtra van****
dwoi da

Rai loan Co rut co
hé co
xwong va
md lién két

Roi loan Tiéu tién
than va khong tu chi
tiét niéu

Cic roi Paudau | Mét moi
loan toan Dau
thin va tai
noi diung
thube

Két qua Téing nhe
kiém né‘tng do
tra/xét creatin
nghiém kinase
huyét
thanh

Chin Tai nan bao
thwong va gbm 1é ngi
ngd doe

*  Khi bénh nhin bi ngit hogic déng kinh, cin tinh dén kha niing bénh nhan
bi block tim hodc tam dirng xoang dai.

** Ao gidc, kich dong va hanh vi hung hing bién mét khi gidm liu hoic
ngung didu tri.

%44 Trong trudmg hop rdi loan chimg ning gan khong rd nguyén nhén, cin cin
nhéc ngirg diéu tri bing donepezil hydroclorid.

*#4% Tiéu co vin duge bdo cdo 1 xay ra ddc 14p vdi Hoi chitng thin kinh 4c
tinh (NMS-Neuroleptic Malignant syndrome) v ¢ lién quan dén viée bét diu sir dyng
hoiic ting lidu donepezil.

Théng bdo ngay cho bdc st hodc dwoc si nhitng phdn teng c6 hai gdp phdi khi siv
dung thudc.

QUA LIEU VA CACH XU TRi:

Liéu gdy chét trung binh uéc tinh cita donepezil hydrochloride (sau khi udng mét lidu
duy nhit): & chudt nhit 12 45 mg/kg va chudt cong la 32 mg/kg, twong duong khoang
225 1an va 160 14n liéu t8i da ding cho ngudi (10 mg/ngay).

Cac diu hiéu kich thich cholinergic phu thude lidu duge ghi nhin & cde dong vt thi

nghi¢m bao gém: giam ctr dong tur y, tu thé nam sﬁp, ding di lao ddo, chay nuée miit,
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co giat rung, ho hé‘ip giam, tiét nude bot, co df?mg tir, co cirng ¢o cuc bd va than nhiét
bé mit gidm.

Duing qua lidu chét &rc ché cholinesterase c6 thé din dén con kich thich hé cholinergic,
déc trung bdi budn non trim trong, non, tang tiét nurée bot, @6 md hoéi, nhip tim chim,
ha huyét ap, suy ho hip, truy tudn hoan va co gidt. Co kha nang ting tinh trang nhuge
co va ¢6 thé dua dén tir vong néu céc co hd hép bi anh huéng.

Trong bét ky truong hop ding qua lidu nio, nén ding céc bién phap hd tro toan than.
Chat khang cholinergic bic ba nhu atropine ¢6 thé duge sir dung nhu mat thude giai
doc trong trwdmg hop qud liéu donepezil hydrochloride.

Nén ding Atropine sulphate tiém tinh mach cho dén khi dat hiéu qua mong muén: Lidu
khéi dau tir 1,0 dén 2,0mg tiém tinh mach v6i lidu ké tiép dya trén dap img 1im sang.
Céc dép tng khong dién hinh v& huyét ap va nhip tim da dugc ghi nhan véi cac thude
¢6 tac dung gidng cholin khi duge dung déng thoi vai cac thude khan g cholinergic bic
bbn nhu glycopyrrolate.

Chua r8 donepezil hydrichloride va/hoic cac chit chuyén héa ctia né cé thé duoc thai
trir bang tham phén hay khéng (thim phén méau, thAm phan phuic mac hodc loc mau).
DAC TINH DUQC LUC HQC:

Nhém duoce diéu tri: Thube didu tri sa sut tri tug, khdng cholinesterase.

Ma ATC: NO6DAO2

Co ché hoat dong:

Donepezil hydrochloride 1a chat rc ché déc hiéu va c6 hdi phuc acetylcholinesterase -
mét cholinesterase chiém wu thé trong ndo. Donepezil hydrochloride {rc ché enzyme
nity manh hon 1,000 14n so v6i butyrylcholinesterase, mot enzyme hién dién chi yéu

bén ngoai hé thin kinh trung wong.

Chirng sa sut tri tué¢ trong bénh Alzheimer:

O nhiing bénh nhin mic chirng sa sut tri tug trong bénh Alzheimer tham gia vio thir
nghiém sang, viéc dung donepezil hydrochloride 1idu duy nhit mdi ngay Smg hodc
10mg tao ra sur tre ché hoat tinh enzym acetylcholinesterase & trang thii &n dinh (do &
mang hong ciu) trong img 12 63,6% va 77,3%. Su tc ché acetylcholinesterase (AChE)
cia donepezil hydrochloride & té bao hong céu ¢6 lién quan dén nhiing thay doi thang
diém ADAS-cog, mgt thang diém nhay dé kiém tra phuong dién nhén thire ¢o chon loc
(ddnh gid kha nang nhan thirc). Kha ning cta donepezil hydrochloride trong viéc lam
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thay d6i qu4 trinh bénh Iy thn kinh tiém 4n chua duogc nghién ciru. Vi viy donepezil
hydrochloride khéng dugc xem 1 ¢6 bit ki tac dong nao dén tién trién cia bénh.
Hiéu qua diéu tri chimg sa st tri tué trong bénh Alzheimer bing donepezil
hydrochloride da dugc nghién ctu trong 4 thir nghiém 1am sang c6 d6i chirng gia dugc,
thir nghiém kéo dai 6 thang va 2 thir nghiém kéo dai 1 nim.

Trong thir nghiém lam sang kéo dai 6 thang, viéc phan tich hiéu qua cia viée didu tri
bang donepezil dyra trén sw két hop ctia 3 tidu chuén: thang diém ADAS-cog (d4nh gia
kha ning nhédn thirc), phdng véan 1am sang dya trén cam gidc vé su thay dbi véi cac dit
liéu clia ngudi chdm séc (danh gia toan thé chirc nang — CIBIC) va thang diém danh
gia cac hoat dong sinh hoat hang ngay cua thang diém danh gia sa sut tri tu¢ 1am sing
(danh gia kha ning hoa nhap cong ddng, gia dinh, sé thich va chim séc ¢4 nhan).
Nhiing bénh nhén dép tng tiéu chuén liét ké dudi day duoc xem 14 c6 dap tng diéu tri.
Ddp ting = Cii thién thang diém ADAS-cog it nhat 4 diém, Khong suy giam CIBIC va
khong c6 sur suy giam thang diém dénh gi cac hoat dong sinh hoat hing ngay cia
thang diém dénh gi4 sa st trf tué ldm sing CDR (CDR-Clinical Dementia Rating
Scale)

% Dap 1mg
Nhém S6 lugng bénh nhén tham | S& lugng bénh nhén dugc
gia diéu tri ban dAun=365 | déanh gia n=352
Gia duge 10% 10%
Donepezil HCI 5mg 18%* 18%*
Donepezil HCI 10mg 21%* 2756

*p<0,05 #**p<0,01
Donepezil hydrochloride 1am ting déng ké (c6 ¥ nghia théng k&) ty 1& bénh nhén dap
tg didu tri.
PAC TINH DUQC PONG HOC;
Hip thu:
Néng do cao nhit trong huyét tuong dat dugc khoang 3 dén 4 gid sau khi ubng. Nong
do trong huyét twong va dién tich dudi duong cong tang ty 18 vai lidu dung. Thoi gian
bén hity cubi cimg khoang 70 gidy, nhu vay viéc ding 1idu duy nhét hang ngay déu din
5€ tip cdn din trang thdi én dinh. Trang thai ghn nhw én dinh dat duge trong vong 3
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tudn sau khi bt diu trj liéu. Khi dat trang thai én dinh, néng dod Donepezil
hydrochloride trong huyét twong v hoat tinh vé duoc Iire hoc lién quan cho thiy c6 rét
it bién ddi tai cac thoi diém khac nhau trong ngay.

Thirc &n khong anh huéng dén su hép thu ciia donepezil hydrochloride.

Phin bé:

Khoang 95% donepezil hydrochloride giin v6i protein huyét twong nguoi. Sy lién két
v6i protein huyét twong cia chit chuyén hoa c¢6 hoat tinh 6-O-desmethyl donepezil
chua dugc biét r.

Sur phan bd donepezil hydrochloride & céc mé khéc nhau chua duge nghién ciru 1o
rang. Tuy nhién, trong mot nghién citu trén quy md lon tién hanh trén nhiing ngudoi
nam tinh nguyén khée manh, 240 gio sau khi dung liéu duy nhét Smg donepezil
hydrochloride duge danh diu 4C, khoang 28% chét dong vi danh déu vin chua thu hdi
duge. Diéu nay cho thdy ring donepezil hydrochloride va/hoiic cic chit chuyén hoa
ctia n6 ¢6 thé ton tai trong co thé hon 10 ngay.

Chuyén héa/Thii tric:

Donepezil hydrochloride dugc thai trir qua nuée tiéu & ¢4 hai dang: dang khéng chuyén
héa (nguyén ven) va dang da chuyén héa béi hé thong cytochrome P450 (gdm nhiéu
chit chuyén héa), khong phai tit ¢4 cic chét chuyén hoa nay déu duoc dinh danh.

Sau khi ding liéu duy nhét 5Smg Donepezil hydrochloride duge danh déu béng i
mtrc phong xa trong huyét twong, duoe thé hién bing ty 1& phdn trim liu dung, chi
yéu dudi dang Donepezil hydrochloride khéng chuyén héa (30%), 6-0-desmethyl
donepezil (11% — chdt chuyén hoa duy nht thé hién hoat tinh twong tr vdi donepezil
hydrochloride), donepezil-cis-N-oxide (9%), 5-O-desmethyl donepezil (7%) va dang
lién hop véi glucuronide cua 5-O-desmethyl donepezil (3%).

Khoing 57% tong lrgng phéng xa di ding dugc thu hdi lai tir nude tiéu (17% & dang
donepezil khong doi) va 14,5% duge thu hdi lai tir phn, cho théy thube chuyén hoa
va théi trlr chii yéu qua nuée tiéu. Khong c6 diu hiéu nao cho thiy Donepezil
hydrochloride va/hoiic bat ky chét chuyén hoa nao ciia né tham gia chu trinh gan rudt.
Nong d6 donepezil trong huyét tuong giam theo thoi gian ban hiy khoang 70 gid.
Gidi tinh, ching toc va tién stt hit thude 14 khong c6 anh hudng dang ké vé mit lim
sang dbi voi ndng @6 Donepezil hydrochloride trong huyét twrong. Duge dong hoc cua

donepezil chua duge nghién ciru chinh thirc & nhitg ngudi cao tudi khoe manh hoic
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& nhitng bénh nhan bi sa sit trf tué trong bénh Alzheimer hodc bénh nhén bi sa st tri
tué do mach méu. Tuy nhién ndng d6 trung binh trong huyét twong cia nhirng bénh
nhén gin nhu tuong dwong véi nhitng ngudi tinh n guyén khde manh,

Nhitng bénh nhén suy gan & mirc do nhe hodc trung binh, ¢6 ting néng do donepezil &
trang thai 6n dinh, AUC trung binh khoéng 48% va Cmax trung binh khoéng 39%.
QUY CACH PONG GOI: Hop 1 thi nhém chira 3 vi x 10 vién nén bao phim.
PIEU KIEN BAO QUAN: Noi kho, nhiét dé dudi 30°C.

HAN DUNG: 36 thang tinh tir ngdy san xuét.

TIEU CHUAN CHAT LUQNG CUA THUOC: USP.

Co sé dang ky: CONG TY CO PHAN DUGQC PHAM TUNG LINH

Dia chi: Nha B-TT8-4, Khu nha ¢ Him Lam Van Phtic, Phudng Van Phuc, Quan Ha
Dong, Thanh phd Ha N6i, Viét Nam

Co s¢ sin xudt: CONG TY CO PHAN NGHIEN CUU VA SAN XUAT DUOC
PHAM MERACINE

Dia chi: Budng YP6, khu cong nghiép Yén Phong, xd Péng Phong, huyén Yén Phong,
tinh Béc Ninh, Viét Nam.




