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Rx Thuéc nay chi dung theo don thuéc

Zanladyne

1.  Ténthudc
Zanladyne 4
Zanladyne 8
Zanladyne 12
2.  Cac dau hiéu lwu y va khuyén céo khi diing thuéc
PE xa tim tay tré em
Poc k§ huéng dan sir dung truréc khi diing
3.  Thanh phén céng thirc thude
Thanh phan hoat chét:
Zanladyne 4
Galantaming........oeviiriri e 4 mg
(dudi dang galantamine hydrobromide 5,126 mg)
Zanladyne 8
[T 1E=131 r=110]] 1= RSP 8 mg
(duéi dang galantamine hydrobromide 10,253 mg)
Zanladyne 12
(22141 7111 R e 12mg
(duei dang galantamine hydrobromide 15,379 mg)
Thanh phan ta dwoc:

Zanladyne 4: Lactose monohydrate, microcrystalline cellulose, crospovidone, colloidal anhydrous silica, magnesium stearate,
hypromellose 6 cps, macrogol 6000, talc, titanium dioxide, yellow iron oxide.

Zanladyne 8: Lactose monohydrate, microcrystalline cellulose, crospovidone, colloidal anhydrous silica, magnesium stearate,
hypromellose 6 cps, macrogol 6000, talc, titanium dioxide, red iron oxide.

Zanladyne 12: Lactose monohydrate, microcrystalline cellulose, crospovidone, colloidal anhydrous silica, magnesium stearate,
hypromellose 6 cps, macrogol 6000, talc, titanium dioxide, yellow iron oxide, red iron oxide.

4.  Dang bao ché
Vién nén bao phim.
Zanladyne 4: Vién nén tron, bao phim mau vang nhat, hai mat khum, mot mét khac “4”, mot mat tron.
Zanladyne 8: Vién nén tron, bao phim mau hdng, hai mét khum, mot mat khéc “8", mot mat tron.
Zanladyne 12: Vién nén tron, bao phim mau nau nhat, hai mat khum, mét mat khac * L+ R mot mat khac “12".
5 Chi dinh
Zanladyne dugc chi dinh digu tri chirng sa st tri tué do bénh Alzheimer mic do nhe dén trung binh.
6.  Cach dung, liéu dung
Cach dung

Zanladyne duoc dung bang duéng udng, 2 1an/ngay, t6t nhat vao bira an sang va téi. Pam bao udng day di nudc trong qua trinh
diéu tri.

Ligu duing

Ngwoi lén/ngwéi cao tudi

Trudc khi bdt diu digu tri

Viéc chadn doan sa st tri tué do bénh Alzheimer cd thé xay ra phai dugc xac nhan day di theo cac huéng dan lam sang hién hanh.
Liéu khéi dau

Ligu khoi dau khuyén céo la 8 mg/ngay (4 mg x 2 lan/ngay) trong 4 tuan.
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Liéu duy tri

- Sy dung nap va ligu dung galantamine nén dugc danh gia lai déu din, t6t nhat |a trong vong 3 thang sau khi bt dau didu tri. Sau do,
nén danh gia lai dinh ky cac lgi ich 1am sang clia galantamine va kha ning dung nap ctia bénh nhan. C6 thé tiép tuc digu tri duy tri
mién 1a con loi fch diéu tri va bénh nhan dung nap dugc galantamine. Viéc ngung digu trj nén dugc xem xét khi khang con bang
chitng v& hiéu qua hoac bénh nhan khéng thé dung nap thudc.

- Liéu duy tri khoi dau la 16 mg/ngay (8 mg x 2 lan/ngay) va bénh nhan nén dugc duy tri & mire liéu nay it nhét 4 tuan.

—  Viéc tang lidu duy tri 1en 24 mg/ngay (12 mg x 2 lan/ngay) sé duoc can nhic trén tirng bénh nhan sau khi ¢6 nhirng danh gia ding
dén v loi ich 1am sang va kha nang dung nap.

- O nhirng bénh nhan khéng tang dap &ng 1am sang hodc cé dau higéu khong dung nap voi lidu 24 mg/ngay, nén can nhic gidm ligu
xuéng 16 mg/ngay.

Sw ngung thuéc
Khéng ¢6 tac dung hai phuc khi ngung digu tri dot ngdt (nhw chudn bj phau thudt).
Suy than
- Néng d galantamine trong huyét tuong cé thé cao hon & bénh nhan suy than tir trung binh dén nang.
- Khong can diéu chinh ligu & nhirng bénh nhan cé do thanh thai creatinin = 9 ml/phut.
— Chéng chi dinh st dung galantamine & nhirng bénh nhan cé dd thanh thai creatinin < 9 ml/pht.
Suy gan
- Nbng dg galantamine trong huyét tong cd thé tang & bénh nhan suy gan tir trung binh dén nang.

- O nhitng bénh nhan suy gan trung binh (diém Child-Pugh tir 7 - 9), dua trén md hinh dugc dong hoc, nén khdi dau véi ligu
4 mg x 1 [an/ngay, t6t nhat vao budi sang trong it nhat 1 tuén. Sau d6, nén tiép tuc digu tri v&i litu 4 mg x 2 lan/ngay trong it nhat
4 tuan. O nhirng bénh nhan nay, liéu khéng dwoc vuot qua 8 mg x 2 lan/ngay.

—  Chéng chi dinh st dung galantamine & nhitng bénh nhan suy gan nang (diém Child-Pugh > 9).
- Khéng can diéu chinh ligu & nhiing bénh nhan suy gan nhe.
Diéu trj déng thoi
Can xem xét giam ligu & nhirng bénh nhan duwoc digu tri bing cac thudc (e ché CYP2D6 hodc CYP3A4 manh.
Tré em
Chua co dir liéu vé viéc str dung galantamine cho tré em.
7. Chéng chi dinh
- Qua man véi galantamine hoac bat ky ta dwoc nao cla thube.
- Trong trweng hop khéng cé dir liéu vé viéc str dung galantamine & nhirng bénh nhan suy gan nang (diém Child-Pugh > 9) va &

nhirng bénh nhan cé do thanh thai creatinine < 9 ml/phit, chéng chi dinh galantamine & nhitng déi tuwgng nay. Chéng chi dinh
galantamine & nhitng bénh nhan suy gan va suy than néng.

8.  Canh bao va than trong khi dung thudc
Cdc thé sa suit tri tué

Zanladyne duoc chi dinh diéu tri sa st tri tué do bénh Alzheimer mirc do nhe dén trung binh. Loi ich cla galantamine & nhirng bénh
nhan sa st tri tué cac thé khac hodc céc thé clia suy giam tri nhd khac chua dugc ching minh. Trong 2 thir nghiém lam sang kéo
dai 2 ndm & nhirng ngudi suy giam nhan thire nhe (loai suy giam tri nhé nhe hon khéng dap (rng céc tiéu chi clia bénh Alzheimer),
liéu phap galantamine khéng chirng minh dwoc bat ky loi ich nao trong viéc lam cham su suy gidm nhan thc hoac giam sw chuyén
ddi lam sang thanh sa sut tri tué. Ty |é t&r vong & nhdm ding galantamine cao hon dang ké so véi nhém ding gid dugc: 14/1026
(1,4%) bénh nhan dung galantamine va 3/1022 (0,3%) bénh nhan dung gida dugc. Bénh nhan tlr vong do nhigu nguyén nhan khac
nhau. Khoang mét nira s6 ca ttr vong do galantamine dudng nhu 1a do cac nguyén nhan tim mach khac (nhdi mau co tim, dot quy va
dot tlr). S lién guan cta phat hién nay déi véi viéc didu tri bénh nhan sa st tri tué do bénh Alzheimer van chua duoc biét rd.

Khong co sur gia tang ty |é tr vong & nhém st dung galantamine duwoc quan sét thdy trong mot nghién clu dai han, ngau nhién, cé
ddi ching véi gia duoc & 2045 bénh nhan mac bénh Alzheimer mirc dé nhe dén trung binh. Ty |& ttr vong & nhém ding gia duoc cao
hon dang ké so véi nhém diing galantamine. Cé 56/1021 (5,5%) ca tir vong & nhém dung gia dugc va 33/1024 (3,2%) ca tir vong &
nhém ding galantamine (ty s6 nguy co va khoang tin cay 95% la 0,58 [0,37; 0,89]; p = 0,011).

Chén doan sa sut tri tué do bénh Alzheimer nén duwoc thuc hién theo hwéng dan hién hanh clia bac si cé kinh nghiém. Bigu tri bing
galantamine nén duoc thue hién dwdi sw giam sat clia bac si va chi nén béat dau diéu tri néu cé ngudi cham séc, thudng xuyén theo
déi bénh nhan dung thudc.

Phan tvng da nghiém trong

Céc phan (rng da nghiém trong (hdi chirng Stevens-Johnson va mun mu ngoai ban toan than cép tinh) da dugc bao cdo & nhirng
bénh nhan dugc digu trj bang galantamine. Bénh nhan nén dugc thong bao vé cac dau hiéu 1am sang ctia cac phan (ng da nghiém
trong va ngirng st dung galantamine khi xuat hién dau hiéu phat ban da dau tién.
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10.

11

Theo dbi can nang

Bénh nhan mac bénh Alzheimer bj sut can. Viéc diéu trj bang nhiing thudc (e ché cholinesterase, bao gdm galantamine, déu lién
quan dén tinh trang sut can & nhirng bénh nhan nay. Do dé can theo ddi can ndng bénh nhan trong qua trinh diéu trj.

Nhitng trirong heop cadn than trong
Cling nhu nhirng thuéc ¢6 tac dung giéng cholin khac, nén st dung than trong galantamine trong céc truéng hop sau:

Tim mach: Do tac dung duoc ly, cac thude tac dung gidng cholin ¢6 thé cé nhirng tdc ddng clia treong lire than kinh déi giao cam 1én
nhip tim, bao gém nhip tim cham va tét ca céc loai block nhi that. Digu nay cé thé dic biét quan trong déi voi nhirng bénh nhén bj *hoi
chirng suy nit xoang” hodc c6 cac réi loan dan truyén trén that hodc dang st dung dong thoi cac thude lam gidm nhip tim dang ké
nhu digoxin va thudc chen beta, hodc bénh nhan bj réi loan dién giai chua dugc diéu chinh (vi du: téng kali mau, ha kali mau).

Do d6, can than trong khi duing galantamine cho bénh nhan méc bénh tim mach, vi du giai doan sau nhdi mau co tim tde thi, rung nhi
méi khdi phat, block tim d6 2 tré 1&n, con dau thét nguwc khéng én dinh hodc suy tim sung huyét, dac biét 1a do 1l — IV, phan dd suy
tim theo chirc nang clia Hiép hdi Tim mach New York (NYHA).

Trong mét phan tich téng hop cac nghién ciru cé déi chirng véi gia dugc & nhirng bénh nhan bj bénh Alzheimer duoc digu trj bang
galantamine, sy gia tdng nhat dinh ty & cac tac dung khong mong mudn trén tim mach da dugc quan sat thay.

Tiéu héa: BEi vai nhirng bénh nhan cé nguy co khdi phat loét duéng tiéu hoa, vi du nhw nhirng ngudi co tién str bj loét hodc nhirng
ngudi dé mac céc tinh trang nay, bao gdm nhitng bénh nhan dang dung dong thoi thudc chéng viém khang steroid (NSAIDS), can
dugc theo ddi cac triéu chirng. Khang khuyén céo st dung galantamine & nhitng bénh nhan bj tdc nghén da day-rudt hoac dang hbi
phuc sau phau thuat duéng tiéu hoa.

Thén kinh: Co giat da dwoc bao cao trén bénh nhan st dung galantamine. Con co giat cling cé thé |a biéu hién clia bénh Alzheimer.
Trong mot s6 trwéng hop hiém, ting trireng lwe cholinergic ¢ thé lam tram trong thém cac triéu ching ngoai thap.

Trong mét phan tich téng hop cac nghién clru cé dbi chirng véi gid dugce & nhing bénh nhan bj sa sut tri tué Alzheimer dugc diéu tri
béng galantamine, cac bién ¢6 mach mau ndo dugc ghi nhan 1a khéng phd bién. Can can nhic khi ding galantamine cho bénh nhan
bi bénh mach mau néo.

H& hép, nguc va trung that: Cac thudc co tac dung giéng cholin nén dwoc ké don than trong & nhirng bénh nhan co tién st hen
suyén nang hodc bénh phdi tic nghén hoac nhiém tring phdi thé hoat déng (vi du viém phdi).

Than va tiét niéu: Viéc str dung galantamine khéng duoc khuyén cdo & nhiing bénh nhan bj tAc nghén dudng tiét niu hoic dang hoi
phuc sau phau thuét bang quang.

Phéu thuat va cac thd thuat y khoa: Galantamine, nhuy mét thuéc co tac dung giéng cholin, ¢6 khd nédng lam gidn co kiéu
succinylcholine qua murc trong khi gay mé, dac biét 1a trong tredng hop thiéu hut enzym pseudocholinesterase.

Ta dwoc

Zanladyne c¢é chira lactose. Khong nén ding thudc nay cho bé&nh nhan cé cac van dé vé di truyén hiém gap khéng dung nap
galactose, thiéu hut enzym lactase toan phan hay kém hap thu glucose-galactose.

Str dung thude cho phu niv cé thai va cho con ba
Phu ni¥ co thai

Chura c6 dir liéu lam sang nao vé viéc phoi nhiém galantamine trong théi ky mang thai. Cac nghién ctru trén déng vat cho thay doc
tinh sinh san. Can than trong khi ké don cho phu nit ¢6 thai.

Phu ni¥ cho con bu

Chuwra biét liéu galantamine ¢6 dugc bai tiét qua sira me hay khéng va khéng cé nghién clru nao & phu nr dang cho con bu. Vi vay,
khdng nén cho con bd khi dang dung galantamine.

Kha nang sinh san
Anh huéng ctia galantamine déi voi khad ndng sinh san & ngudi chua dugc danh gia.
Anh hwéng cta thude 1én kha ning lai xe, van hanh may méc

Galantamine c6 anh hwéng tir nhd dén trung binh trén kha ning lai xe va van hanh may méc. Cac triéu chirng bao gom hoa mét va
bubn ngu, dac biét [ trong vai tuan dau tién sau khi bat dau digu tri.

Twong tac, twong ky, cua thuée

Twong tac cha thudc

Twong tac dwoc lvec hoc

Do co ché tac dung, khéng nén dung dong thei galantamine véi cac thube ¢ tac dung giéng cholin khac (nhuw ambenonium,
donepezil, neostigmine, pyridostigmine, rivastigmine hoac pilocarpine ding duwéng toan than). Galantamine déi khang véi tac dung
clia thudc khang cholinergic. Khi ngirng dét ngdt thude khang cholinergic nhw atropine, cé thé cé nguy co lam trdam trong thém tac
dung clia galantamine. Nhu véi cac thude co tac dung giéng cholin khac, twong tac duoc lwc hoc cé thé xay ra véi cac thudc lam
cham déang ké nhip tim (nhu digoxin, thudc chen beta, mét s6 thudc chen calci va amiodaron). Can than trong v&i cac thudc co thé
gay xodn dinh. Bién tam dd nén dugc xem xét trong nhitng trrdng hop nay.

Galantamine, nhu mot thudc cé tac dung giéng cholin, cé kha néng lam gian co kiéu succinylcholine qua mire trong khi gay mé, dac
biét la trong trudng hop thiéu hut enzym pseudocholinesterase.
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Twong tac dweec déng hoc

- Galantamine chuyén héa qua nhiéu con duéng va duoc thai trlr qua than. Kha nang xdy ra cac twong tac co y nghia lam sang la
thap. Tuy nhién, sw xudt hién clia cac twong tac dang ké co thé lién quan dén |am sang trong mat sé trwdng hop.

- Dung chung véi thirc &n 1am cham téc do hédp thu ctia galantamine nhwng khdng anh hwéng dén mirc d§ hap thu. Khuyén cao nén
dung galantamine cling voi thirc &n dé giam thiéu tac dung khéng mong mudn cholinergic.

—  Anh hudng cla céc thude khéc Ién sy chuyén héa galantamine:

+ Céac nghién ctru trong tac thude cho thady sinh kha dung cla galantamine tang khoang 40% khi diing dong thdi paroxetine (chét
trc ché manh CYP2D6), tang 30% va 12% khi uéng cting véi ketoconazole va erythromycin (chat trc ché CYP3A4). Do do, trong
thoi gian dau digu trj véi cac thude Gc ché manh CYP2D6 (vi du quinidine, paroxetine hodc fluoxetine) hodc CYP3A4 (vi du
ketoconazole hoac ritonavir), bénh nhan co thé bi tdng tan suat tac dung khong mong mudn cholinergic, chl yéu 1a budn nén va
nén. Trong nhirng trudng hop ndy, can dua trén khd néng dung nap dé can nhic gidm ligu duy tri galantamine.

+ Memantine, mét chat déi khang thu thé N-methyl-D-aspartate (NMDA), v&i ligu 10 mg x 1 [an/ngay trong 2 ngay, sau d6 10 mg
X 2 lan/ngay trong 12 ngay, khéng anh hwéng dén duge dong hoc clia galantamine (twong ty nhu khi uéng vién nang
galantamine giai phéng kéo dai 16 mg x 1 lan/ngay) ¢ trang thai n dinh.

- Anh huéng cia galantamine 1én sw chuyén hda clia cac thuéc khéc:

+ O lidu digu trj 24 mg/ngay, galantamine khéng anh hudng dén dong hoc clia digoxin mic di ¢ thé xay ra cac twong tac duoc
lue hoc.

+ Lieu diéu tri cha galantamine 24 mg/ngay khong anh hwdng dén déng hoc va thoi gian prothrombin ctia warfarin.
Twong ky cla thude
Do khdng co cac nghién ctru veé tinh twong ky cla thude, khong trén 1an thude nay véi cac thude khac.
12. Tac dung khéng mong mudn cha thudc
Rét thwong gép (ADR = 1/10)
Tiéu hoa: Non, bubn nén.
Thwéng gdp (1/100 < ADR < 1/10)
- Chuyeén héa va dinh dudng: Giam thém an, mat nuorc.
—  Tam than: Ao giac, tram cam.
—  Hé than kinh: Ngat, hoa mat, run, dau dau, bubn ngd, hén mé.
- Tim: Nhip tim cham.
- Mach: Tang huyét ap.
- Tiéu héa: Bau bung, dau bung trén, tiéu chay, kho tiéu, khé chiu & bung.
- Co xuong va mé lién két: Co that co.
- Toan than va tai ché dung thudc: Mét mdi, suy nhuoc, khé chiu.
~ Cdc chi s6 xét nghiém: Giam can.
-  Chan thuong, ngé déc va cac bién ching: Té nga, vét thuong ho.
it gdp (1/1000 < ADR < 1/100)
—  Hé mién djch: Qua man.
~  Chuyén héa va dinh dudng: Mat nuwéc.
—  Tam than: Ao giac thi gidc, Ao giac thinh giac.
-  Hé than kinh: Dj cam, loan vi giac, mat ngu, co giat*.
— M4t Nhin mo.
- Taiva tai trong: U tai.
—  Tim: Ngoai tam thu that, block nhi that dé 1, cham nhip xoang, danh tréng nguec.
- Mach: Ha huyét ap, dd birng.
-~ Tiéu héa: Nén khan.
- Davamad dudi da: Tang tiét ma hoi.
- Co xuong va mé lién két: Yéu cor.
— Céc chi s6 xét nghiém: Tang enzym gan.
Hiém gép (1/10.000 < ADR < 1/1000)
— Tim: Block nhi that hoan toan.
- Gan-maét: Viém gan.
- Dava mo dudi da: Hii chirng Stevens-Johnson, mun ml ngoai ban toan than cap tinh, hdng ban da dang.

* Cac tac dung lién quan dugc ghi nhan véi nhém thude chdng sa st tri tué trc ché acetylcholinesterase bao gém co giat/dong kinh.
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13.

14,

15.

Qua liéu va cach xu tri

Triéu chirng

Cac dau hiéu va triéu chirng qua litu dang ké galantamine dugc duy doan twong tw nhw khi dung qua ligu cac thubc cé tac dung
gidng cholin khac. Nhirng tac dong nay thudrng anh hudng dén hé than kinh trung wong, hé phd giao cadm va chd néi than kinh co.
Ngoai yéu co hodc co giat, mot s§ hodc tat ca cac dau hiéu ctia con cholinergic cé thé khai phat: budn nén dtt doi, nén, co that da
day-rudt, tiét nuéc bot, chay nudc mét, tiéu tién, dai tién, d8 md héi, nhip tim cham, ha huyét 4p, nga quy va co giat. TAng yéu co
cling vai tang tiét khi quéan va co that phé quan c6 thé dan dén tén thwong dudng hd hép trén de doa tinh mang.

Céc trirong hop sau liu hanh xay ra xodn dinh, kéo dai khoang QT, nhip tim cham, nhip nhanh thdt va mat nhanh y thirc da dugc
bao cdo sau khi vé tinh uéng phai galantamine. D& c6 mot trudng hop udng phai 8 vién 4 mg (32 mg).

Hai truong hop khac do vo tinh nuét phai 32 mg (budn nén, nén va khé miéng; budn nén, nén va dau ving ha vi) va mét trwong hop
udng 40 mg (nén mira) dan dén phai nhap vién trong thoi gian ngén dé theo doi va hdi phuc hoan toan. Mot bénh nhan c6 tién sir ao
giac trong vong hai nam duoc ké don 24 mg/ngay da bj nham thanh 24 mg x 2 lan/ngay trong 34 ngay khién ao giac phat trién dan
dén nhap vién.

Mot bénh nhan khac dugc ké don dung dich uéng 16 mg/ngay, uéng nham thanh 160 mg (40 ml) va c6 triéu chirng dé md hoi, non,
nhip tim cham va ngat xiu mot gio sau dé, phai nhap vién diéu tri. Cac triéu ching bién mat trong vang 24 gio.

X tri

Cac bién phap ho trg théng thuong nén duge sl dung trong moi trudng hop qué lidu. BEi véi nhirng treomg hop ndng, thude khang
cholinergic nhw atropine c6 thé duge str dung nhu thude gidi doéc chung cho céc thudc c6 tac dung gidng cholin. Ligu khai dau ti
0,5 dén 1,0 mg tiém tinh mach, céc lieu ké tiép dwra trén dap &ng lam sang.

Do cac chién lugc kiEm soat qua ligu lién tuc phat trién, nén lién lac véi trung tam kiém soat chét déc dé nhan dugc nhirng khuyén
cao mai nhat vé cach x(r tri qua ligu.

Pac tinh dwoc lwe hoc

Nhoém dugre ly: Thude chéng sa sut tri tué; thue khang cholinesterase.
Ma ATC: NOBDA04.

Co'ché tac dung

Galantamine, mgt alkaloid bac ba, la mot thudc Gc ché canh tranh, chon loc, va cé thé dao nguoc cla acetylcholinesterase. Ngoai ra,
galantamine lam gia tdng tac dong ndi tai clia acetylcholine trén céc thu thé nicotinic, c6 thé théng qua viéc gan két vao mat vi tri
allosteric cua thy thé. Do vay, mot sy gia tang hoat tinh clia hé cholinergic lién quan dén viéc cai thién chirc ndng nhan thirc cd thé
dat duoc ¢ nhirng bénh nhan bi sa st tri tué do Alzheimer.

Pac tinh dwgre dong hoc

Galantamine 1a mot hop chét kiem cé mét hdng sé ion héa (pKa 8,2). Galantamine hoi than dau va c6 hé sé phan bé dau/nuéce (Log P)
gitta n-octanol/dung dich dém (pH 12) la 1,09. B4 hoa tan trong nudc (pH 6) 1a 31 mg/ml. Galantamine c6 ba trung tam bat déi xtng.
bong phan S, R, dong phan S la dang tu nhién. Galantamine dugc chuyén hoa mdt phan bédi cac cytochrome khac nhau, chi yéu la
CYP2D6 va CYP3A4. MGt s6 chat chuyén hda dugc hinh thanh trong qué trinh chuyén héa galantamine d& dwoc ching minh c6 hoat
tinh in vitro nhwng khéng co tam quan trong in vivo.

Hap thu

Galantamine hép thu nhanh, tnax dat dugc sau khodng 1 gidr véi dang bao ché vién nén va dung dich uéng. Sinh kha dung tuyét déi
cla galantamine cao, 88,5 + 5,4%. Udng cung thirc &n lam cham qua trinh hép thu va lam gidm Cpa khodng 25% nhuwng khdng anh
hudng dén mic do hap thu (AUC).

Phén bé
Galantamine cé thé tich phan bé trung binh 1a 175 L. Gén két vdi protein huyét tuong thap, 18%.
Sinh chuyén héa

Dén 75% lieu galatamine dwoc thai trlr dudi dang chét chuyén héa. Cac nghién ciu in vitro chi ra ring CYP2D6 tham gia vao su
hinh thanh O-desmethylgalantamine va CYP3A4 tham gia vao sw hinh thanh N-oxide-galantamine. Mirc dé bai tiét ctia téng hoat do
phéng xa trong nuée tiéu va phan khdéng khac nhau gitra nhirng nguwei chuyén hda kém va chuyén héa manh CYP2D6. Trong huyét
twong clia nhirng ngudi chuyén héa kém va nhirng ngudi chuyén héa manh, galantamine dang khong déi va céc glucuronid ctia né
chiém phan Ién hoat do phdng xa cla mau. Khéng c6 chat chuyén hoéa co hoat tinh nao cla galantamine (norgalantamine,
O-desmethylgalantamine va O-desmethyl-norgalantamine) dwoc phat hién khdng lién hop trong huyét twong cha nhirng ngudi
chuyén hda kém va manh sau khi diing mét ligu duy nhat. Norgalantamine c6 thé dwgc phat hién trong huyét twong cda bénh nhan
sau khi ding nhiéu 1an, nhung khéng vugt qua 10% néng do galantamine. Cac nghién ctru in vitro chi ra rdng kha ning trc ché
galantamine trén cac phan nhém CYP450 chinh & ngudi la rét thap.

Thai triv

Nong dg galantamine trong huyét twong giam theo cép s6 nhan, voi thoi gian ban thai khoang 7 — 8 git' & nhirng ngudi khde manh.
Do thanh thai dwérng ubng dién hinh & dan s6 muc tiéu 1 khoang 200 ml/phit véi su thay déi gitra cac ca nhan la 30%. Bay ngay sau
khi uéng lieu duy nhat 4 mg 3H-galantamine, 90 — 97% hoat do phdng xa duwoc thu hdi trong nuée tiéu va 2,2 — 6,3% trong phan. Sau
khi truyén tinh mach va ding dudng udng, 18 — 22% ligu dung dugc bai tiét dudi dang khéng déi trong nuée tidu 24 gid, véi do
thanh thai qua than |a 68,4 + 22,0 ml/phut, chiém 20 — 25% tong do thanh thai trong huyét tiong.
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Tinh tuyén tinh/khéng tuyén tinh

Sau khi uéng lap lai lieu 12 va 16 mg x 2 lan/ngay dudi dang vién nén, ndng dé trung binh trong huyét twong & muc thdp nhat va cao
nhat dao déng trong khoang 29 — 97 ng/ml va 42 — 137 ng/ml. Dugc déng hoc cla galantamine [a tuyén tinh trong khoang liéu
4 — 16 mg x 2 lan/ngay. O nhitng bénh nhan duoc digu tri véi 12 hodc 16 mg x 2 lan/ngay, khéng cé su tich iy galantamine trong
khoang thoi gian tlr thang thdr 2 dén thang tha 6.

Dic diém trén bénh nhan Alzheimer

D{r liéu tir cAc thir nghiém lam sang chi ra rdng ndng do galantamine trong huyét twong & nhirng bénh nhan méc bénh Alzheimer cao
hon tlr 30 — 40% so véi nhirng nguoi tré khoe manh. Dua trén phan tich dugc dong hoc dan s6, do thanh thai & nir gidi thap hon
20% so v&i nam gi¢i. Khong ¢6 anh hudng I6n nao dugce quan sat thdy theo do tudi hodc ching tdc déi véi sy thanh thai cla
galantamine. B9 thanh thai galantamine & nhitrng ngudi chuyén héa kém CYP2D6 thap hon khodng 25% so véi nhitng ngudi chuyén
héa manh, nhwng khéng quan sat thay hién tugng sinh hoc trong quan thé. Do do, tinh trang chuyén hda clia bénh nhan khéng duoc
coi la ¢ lién quan dén 1am sang trong téng thé.

Dan sé dic biét
Suy than

O bénh nhan suy than, sy thai trlr galantamine giam khi dé thanh thai creatinine gidm. So véi bénh nhan Alzheimer, ndng do dinh va
néng do day trong huyét twong khdng tadng & nhirng bénh nhan cé do thanh thai creatinin = 9 ml/phat. Do d6, khéng c6 sy gia tdng
tac dung khéng mong muén va khéng can diéu chinh ligu.

Suy gan

& nhitng ngudi suy gan nhe (diém Child-Pugh 5 — 6), dwoc ddng hoc clia galantamine tuong ty nhu & ngudi khde manh. O nhitng
bénh nhan suy gan trung binh (diém Child-Pugh 7 — 9), AUC va thoi gian ban thai ctia galantamine téing khoang 30%.

Méi quan hé dugc déng hoc/duorc luc hoc N
3\
Khdng quan sat thdy méi tuong quan rd rang gitra ndng do trung binh trong huyét twong va cac théng s6 danh gia hiéu qua (thay dﬁi'g] ‘\
trong thang do déanh gia bénh Alzheimer ADAS-Cog/11 va CIBIC-plus & thang thir 6) trong giai doan Ill ctia céac thir nghiém 16n véi = |
ligu tlr 12 — 16 mg x 2 lan/ngay. 0
Nong dé trong huyét twong clia nhirng bénh nhan bj ngat twong ty nhu & nhirng bénh nhan khac dung cling liéu lugng. ;"-2'
Xudt hién buén nén dwoc chirng minh lién quan téi ndng dd dinh cao hon trong huyét twong.
16. Quy cach déng géi
Hop 1 vi x 14 vién.
Hop 2 vi x 14 vién.
17. Diéu kién bao quan, han diing, tiéu chuan chat lwgng cua thudc
17.1. biéu kién bao quan
Bao quan trong bao bi kin, noi khd. Nhiét dd khéng qua 30°C.
17.2. Han duing
&
24 thang ké tir ngay san xudt. S
o
17.3. Tiéu chuln chit lweng E

TCCS.

18. Tén, dia chi cuia co’ s& san xudt thudc

Cong ty TNHH LD Stellapharm - Chi nhanh 1
=’ S6 40 dai 16 Ty Do, KCN Viét Nam - Singapore,
P. An Phd, Tp. Thudn An, T. Binh Duong, Viét Nam
STELLA DT: (+84 274) 3767 470 Fax: (+84 274) 3767 469

KT. TONG GIAM POC

GIAM Ddcb‘a/

“Nguyén Ngoc Lidu
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Rx Prescription only

Zanladyne

Read the package insert carefully before use
3.  Qualitative and quantitative composition
Active ingredient:
Zanladyne 4
GAlANtamMINE. o R s 4mg
(as galantamine hydrobromide 5.126 mg)

Zanladyne 8

CHIANTETAHIIE v N SR 8 mg
(as galantamine hydrobromide 10.253 mg)

Zanladyne 12

GAlAMAMINE cosonmmm TR 12 mg
(as galantamine hydrobromide 15.379 mg)

Excipient ingredients:

Zanladyne 4: Lactose monohydrate, microcrystalline cellulose, crospovidone, colloidal anhydrous silica, magnesium stearate,
hypromellose 6 cps, macrogol 6000, talc, titanium dioxide, yellow iron oxide.

Zanladyne 8: Lactose monohydrate, microcrystalline cellulose, crospovidone, colloidal anhydrous silica, magnesium stearate,
hypromellose 6 cps, macrogol 6000, talc, titanium dioxide, red iron oxide.

Zanladyne 12: Lactose monohydrate, microcrystalline cellulose, crospovidone, colloidal anhydrous silica, magnesium stearate,
hypromellose 6 cps, macrogol 6000, talc, titanium dioxide, yellow iron oxide, red iron oxide.

4.  Pharmaceutical form
Film-coated tablet.
Zanladyne 4: Light yellow, round-shaped film-coated tablet, biconvex, engraved with “4" on one side and plain on the other side.
Zanladyne 8: Pink, round-shaped film-coated tablet, biconvex, engraved with “8" on one side and plain on the other side.
Zanladyne 12: Light brown, round-shaped film-coated tablet, biconvex, engraved with * & " on one side and “12" on the other side.
5.  Indications
Zanladyne is indicated for the symptomatic treatment of mild to moderately severe dementia of the Alzheimer type.
6.  Administration and dosage
Administration
Zanladyne is administered orally, twice daily, preferably with breakfast and dinner. Ensure adequate fluid intake during treatment.
Dosage
Adults/elderly
Before start of treatment
The diagnosis of probable Alzheimer type of dementia should be adequately confirmed according to current clinical guidelines.
Starting dose

The recommended starting dose is 8 mg/day (4 mg twice daily) for 4 weeks.
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Maintenance dose

-~ The tolerance and dosing of galantamine should be reassessed on a regular basis, preferably within 3 months after start of treatment.
Thereafter, the clinical benefit of galantamine and the patient's tolerance of treatment should be reassessed on a regular basis
according to current clinical guidelines. Maintenance treatment can be continued for as long as therapeutic benefit is favourable and
the patient tolerates treatment with galantamine. Discontinuation of galantamine should be considered when evidence of a therapeutic
effect is no longer present or if the patient does not tolerate treatment.

— The initial maintenance dose is 16 mg/day (8 mg twice daily) and patients should be maintained on 16 mg/day for at least 4 weeks.

- Anincrease to the maintenance dose of 24 mg/day (12 mg twice daily) should be considered on an individual basis after appropriate
assessment including evaluation of clinical benefit and tolerability.

- in individual patients not showing an increased response or not folerating 24 mgfday, a dose reduction 1o 16 mg/day should be
considered.

Treatment withdrawal
There is no rebound effect after abrupt discontinuation of treatment (e.g. in preparation for surgery).
Renal impairment
— Galantamine plasma concentrations may be higher in patients with moderate to severe renal impairment
— For patients with a creatinine clearance = 9 ml/min, no dosage adjustment is required.
-~ The use of galantamine is contraindicated in patients with creatinine clearance < 9 ml/min.
Hepatic impairment
—~ Galantamine plasma concentrations may be increased in patients with moderate to severe hepatic impairment.

— In patients with moderate hepatic impairment (Child-Pugh score of 7 — 9), based on a pharmacokinetic model, it is recommended that
treatment be initiated at a dose of 4 mg once daily, preferably in the morning for at least 1 week. Thereafter, treatment should be
continued at a dosage of 4 mg twice daily for at least 4 weeks. In these patients, the dosage should not exceed 8 mg twice daily.

— In patients with severe hepatic impairment (Child-Pugh score > 9), the use of galantamine is contraindicated.
— No dosage adjustment is required for patients with mild hepatic impairment.
Concomitant treatment
In patients treated with potent CYP2D6 or CYP3A4 inhibitors, dose reductions can be considered
Paediatric population
There is no relevant use of galantamine in the paediatric population.
7. Contraindications
- Hypersensitivity to the active substance or to any of the excipients.

- Inthe absence of data on the use of galantamine in patients with severe hepatic impairment (Child-Pugh score > 9) and in patients
with creatinine clearance < 9 ml/min, galantamine is contraindicated in these populations. Galantamine is contraindicated in patients
who have both significant renal and hepatic impairment.

8. Special warnings and precautions for use
Types of dementia

Galantamine is indicated for a patient with mild to moderately severe dementia of the Alzheimer type. The benefit of galantamine in
patients with other types of dementia or other types of memory impairment has not been demonstrated. In 2 clinical trials of 2 years
duration in individuals with so called mild cognitive impairment (milder types of memory impairment not fulfilling the criteria of
Alzheimer's dementia), galantamine therapy failed to demonstrate any benefit either in slowing cognitive decline or reducing the
clinical conversion to dementia. The mortality rate in the galantamine group was significantly higher than in the placebo group,
14/1026 (1.4%) patients on galantamine and 3/1022 (0.3%) patients on placebo. The deaths were due to various causes. About half
of the galantamine deaths appeared to result from various vascular causes (myocardial infarction, stroke, and sudden death). The
relevance of this finding for the treatment of patients with Alzheimer's dementia is unknown.

No increased mortality in the galantamine group was observed in a long-term, randomized, placebo-controlled study in 2045 patients
with mild to moderate Alzheimer's disease. The mortality rate in the placebo group was significantly higher than in the galantamine
group. There were 56/1021 (5.5%) deaths in patients on placebo and 33/1024 (3.2%) deaths in patients on galantamine (hazard ratio
and 95% confidence intervals of 0.58 [0.37; 0.89]; p = 0.011).

A diagnosis of Alzheimer's dementia should be made according to current guidelines by an experienced physician. Therapy with
galantamine should occur under the supervision of a physician and should only be initiated if a caregiver is available who will regularly
monitor medicinal product intake by the patient.

Serious skin reactions

Serious skin reactions (Stevens Johnson syndrome and acute generalized exanthematous pustulosis) have been reported in patients
receiving galantamine. It is recommended that patients be informed about the signs of serious skin reactions, and that use of
galantamine be discontinued at the first appearance of skin rash.

Page 2 | 6



https://trungtamthuoc.com/

10.

11

Weight monitoring

Patients with Alzheimer's disease lose weight. Treatment with cholinesterase inhibitors, including galantamine, has been associated
with weight loss in these patients. During therapy, patient's weight should be monitored.

Conditions requiring caution
As with other cholinomimetics, galantamine should be given with caution in the following conditions:

Cardiac: Because of their pharmacological action, cholinomimetics may have vagotonic effects on heart rate, including bradycardia
and all types of atrioventricular node block. The potential for this action may be particularly important to patients with “sick sinus
syndrome"” or other supraventricular cardiac conduction disturbances or in those who use medicinal products that significantly reduce
heart rate concomitantly, such as digoxin and beta-blockers or for patients with an uncorrected electrolyte disturbance (e.g.
hyperkalaemia, hypokalaemia).

Caution should therefore be exercised when administering galantamine to patients with cardiovascular diseases, e.g. immediate post-
myocardial infarction period, new-onset atrial fibrillation, second degree heart block or greater, unstable angina pectoris or congestive
heart failure, especially NYHA group Il — IV,

In a pooled analysis of placebo-controlled studies in patients with Alzheimer's disease treated with galantamine an
increased incidence of certain cardiovascular adverse events were observed.

Gastrointestinal: Patients at increased risk of developing peptic ulcers, e.g. those with a history of ulcer disease or those predisposed
to these conditions, including those receiving concurrent non-steroidal anti-inflammatory drugs (NSAIDS), should be monitored for
symptoms. The use of galantamine is not recommended in patients with gastro-intestinal obstruction or recovering from gastro-
intestinal surgery.

Nervous: Seizures have been reported with galantamine. Seizure activity may also be a manifestation of Alzheimer's disease. In rare
cases an increase in cholinergic tone may worsen extrapyramidal symptoms.

In a pooled analysis of placebo-controlled studies in patients with Alzheimer's dementia treated with galantamine cerebrovascular
events were uncommonly observed. This should be considered when administering galantamine to patients with cerebrovascular
disease.

Respiratory, thoracic and mediastinal: Cholinomimetics should be prescribed with care for patients with a history of severe asthma or
obstructive pulmonary disease or active pulmonary infections (e.g. pneumonia).

Renal and urinary: The use of galantamine is not recommended in patients with urinary outflow obstruction or recovering from bladder
surgery.

Surgical and medical procedures: Galantamine, as a cholinomimetic, is likely to exaggerate succinylcholine-type muscle relaxation
during anaesthesia, especially in cases of pseudocholinesterase deficiency.

Excipient

Zanladyne contains lactose. Patients with rare hereditary problems of galactose intolerance, total lactase deficiency or glucosegalactose
malabsorption should not take this medicine.

Pregnancy and lactation
Pregnancy

For galantamine no clinical data on exposed pregnancies are available. Studies in animals have shown reproductive toxicity. Caution
should be exercised when prescribing to pregnant women.

Lactation

It is not known whether galantamine is excreted in human breast milk and there are no studies in lactating women. Therefore, women
on galantamine should not breast-feed.

Fertility
The effect of galantamine on human fertility has not been evaluated.
Effects on ability to drive and use machines

Galantamine has minor to moderate influence on the ability to drive and use machines. Symptoms include dizziness and somnolence,
especially during the first weeks after initiation of treatment.

Interactions and incompatibilities with other drugs
Drug interactions
Pharmacodynamic interactions

Because of its mechanism of action, galantamine should not be given concomitantly with other cholinomimetics (such as
ambenonium, donepezil, neostigmine, pyridostigmine, rivastigmine or systemically administered pilocarpine). Galantamine has the
potential to antagonise the effect of anticholinergic medication. Should anticholinergic medication such as atropine be abruptly
stopped there is a potential risk that galantamine's effects could be exacerbated. As expected with cholinomimetics, a
pharmacodynamic interaction is possible with medicinal products that significantly reduce the heart rate (such as digoxin, beta-
blockers, certain calcium-channel blocking agents and amiodarone). Caution should be taken with medicinal products that have
potential to cause torsades de pointes. In such cases an ECG should be considered.

Galantamine, as a cholinomimetic, is likely to exaggerate succinylcholine-type muscle relaxation during anaesthesia, especially in
cases of pseudocholinesterase deficiency.
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Pharmacokinetic interactions

— Multiple metabolic pathways and renal excretion are involved in the elimination of galantamine. The possibility of clinically relevant
interactions is low. However, the occurrence of significant interactions may be clinically relevant in individual cases.

— Concomitant administration with food slows the absorption rate of galantamine but does not affect the extent of absorption. It is
recommended that galantamine be taken with food in order to minimise cholinergic side effects.

— Other medicinal products affecting the metabolism of galantamine:

+ Formal drug interaction studies showed an increase in galantamine bioavailability of about 40% during co-administration of
paroxetine (a potent CYP2DG6 inhibitor) and of 30% and 12% during co-treatment with ketoconazole and erythromycin (both
CYP3A4 inhibitors). Therefore, during initiation of treatment with potent inhibitors of CYP2D6 (e.g. quinidine, paroxetine or
fluoxetine) or CYP3A4 (e.g. ketoconazole or ritonavir) patients may experience an increased incidence of cholinergic adverse
reactions, predominantly nausea and vomiting. Under these circumstances, based on tolerability, a reduction of the galantamine
maintenance dose can be considered.

+ Memantine, an N-methyl-D-aspartate (NMDA) receptor antagonist, at a dose of 10 mg once a day for 2 days followed by 10 mg
twice a day for 12 days, had no effect on the pharmacokinetics of galantamine (as galantamine prolongedrelease capsules 16 mg
once a day) at steady state.

—  Effect of galantamine on the metabolism of other medicinal products:

+ Therapeutic doses of galantamine 24 mg/day had no effect on the kinetics of digoxin, although pharmacodynamics interactions
may occur.

+ Therapeutic doses of galantamine 24 mg/day had no effect on the kinetics and prothrombin time of warfarin.
Drug incompatibilities
In the absence of incompatibility studies, this medicinal product must not be mixed with other medicinal products.
12. Adverse reactions
Very common (ADR = 1/10)
Gastrointestinal: Vomiting, nausea.
Common (1/100 = ADR < 1/10)
— Metabolism and nutrition: Decreased appetite.
- Psychiatric: Hallucination, depression.
- Nervous system: Syncope, dizziness, tremor, headache, somnolence, lethargy.
- Cardiac: Bradycardia.
- Vascular: Hypertension.
- Gastrointestinal: Abdominal pain, abdominal pain upper, diarrhoea, dyspepsia, abdominal discomfort.
- Musculoskeletal and connective tissue: Muscle spasms.
- General and administration site conditions: Fatigue, asthenia, malaise.
- Investigations: Weight decreased.
- Injury, poisoning and procedural complications: Fall, laceration.
Uncommon (1/1000 < ADR < 1/100)
- Immune system: Hypersensitivity.
- Metabolism and nutrition: Dehydration.
- Psychiatric: Hallucination visual, hallucination auditory.
- Nervous system: Paraesthesia, dysgeusia, hypersomnia, seizures*.
—  Eye: Vision blurred.
—  Ear and labyrinth: Tinnitus.
- Cardiac: Supraventricular extrasystoles, atrioventricular block first degree, sinus bradycardia, palpitations.
- Vascular: Hypotension, flushing.
— Gastrointestinal: Retching.
- Skin and subcutaneous tissue: Hyperhidrosis.
- Musculoskeletal and connective tissue: Muscular weakness.
— Investigations: Hepatic enzyme increased.
Rare (1/10,000 < ADR < 1/1000)
— Cardiac: Atrioventricular block complete.
—  Hepatobiliary: Hepatitis.
- Skin and subcutaneous tissue: Stevens-Johnson syndrome, acute generalized exanthematous pustulosis, erythema multiforme.
* Class-related effects reported with acetylcholinesterase-inhibitor antidementia drugs include convulsions/seizures.
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13.

14.

15.

Overdosage and management
Symptoms

Signs and symptoms of significant overdosing of galantamine are predicted to be similar to those of overdosing of other
cholinomimetics. These effects generally involve the central nervous system, the parasympathetic nervous system, and the
neuromuscular junction. In addition to muscle weakness or fasciculations, some or all of the signs of a cholinergic crisis may develop:
severe nausea, vomiting, gastro-intestinal cramping, salivation, lacrimation, urination, defecation, sweating, bradycardia, hypotension,
collapse and convulsions. Increasing muscle weakness together with tracheal hypersecretions and bronchospasm, may lead to
life-threatening upper airway compromise.

There have been post-marketing reports of torsade de pointes, QT prolongation, bradycardia ventricular tachycardia and brief loss of
consciousness in association with inadvertent overdoses of galantamine. In one case where the dose was known, of eight 4-mg
tablets (32 mg total) were ingested on a single day.

Two additional cases of accidental ingestion of 32 mg (nausea, vomiting, and dry mouth; nausea, vomiting, and substernal chest pain)
and one of 40 mg (vomiting) resulted in brief hospitalisations for observation with full recovery. One patient, who was prescribed
24 mg/day and had a history of hallucinations over the previous two years, mistakenly received 24 mg twice daily for 34 days and
developed hallucinations requiring hospitalisation.

Another patient, who was prescribed 16 mg/day of oral solution, inadvertently ingested 160 mg (40 ml) and experienced sweating,
vomiting, bradycardia, and near-syncope one hour later, which necessitated hospital treatment. Her symptoms resolved within
24 hours.

Management

As in any case of overdose, general supportive measures should be used. In severe cases, anticholinergics such as atropine can be
used as a general antidote for cholinomimetics. An initial dose of 0.5 to 1.0 mg intravenously is recommended, with subsequent doses
based on the clinical response.

Because strategies for the management of overdose are continually evolving, it is advisable to contact a poison control centre to
determine the latest recommendations for the management of an overdose.

Pharmacodynamic properties

Pharmacotherapeutic group: Anti-dementia drugs; anticholinesterases.
ATC code: NO6DA0A4.

Mechanism of action

Galantamine, a tertiary alkaloid is a selective, competitive and reversible inhibitor of acetylcholinesterase. In addition, galantamine
enhances the intrinsic action of acetylcholine on nicotinic receptors, prabably through binding to an allosteric site of the receptor. As a
consequence, an increased activity in the cholinergic system associated with improved cognitive function can be achieved in patients
with dementia of the Alzheimer type.

Pharmacokinetic properties

Galantamine is an alkalinic compound with one ionisation constant (pKa 8.2). It is slightly lipophilic and has a partition coefficient
(Log P) between n-octanol/buffer solution (pH 12) of 1.09. The solubility in water (pH 6) is 31 mg/ml. Galantamine has three chiral
centres. The S, R, S-form is the naturally occurring form. Galantamine is partially metabolised by various cytochromes, mainly
CYP2D6 and CYP3A4. Some of the metabolites formed during the degradation of galantamine have been shown to be active in vitro
but are of no importance in vivo.

Absorption

Absorption is rapid, the tma is reached in about 1 hour with the tablets and the oral solution. The absolute bioavailability of
galantamine is high, 88.5 + 5.4%. The presence of food delays absorption and reduces Cnax by approximately 25% without affecting
the extent of absorption (AUC).

Distribution

The mean volume of distribution is 175 L. Plasma protein hinding is low, 18%.
Biotransformation

Up to 75% of galantamine dosed is eliminated via metabolism. In vitro studies indicate that CYP2D6 is involved in the formation of
O-desmethylgalantamine and CYP3A4 is involved in the formation of N-oxide-galantamine. The levels of excretion of total
radioactivity in urine and faeces were not different between poor and extensive CYP2D6 metabolisers. In plasma from poor and
extensive metabolisers, unchanged galantamine and its glucuronide accounted for most of the sample radioactivity. None of the
active metabolites of galantamine (norgalantamine, O-desmethylgalantamine and Odesmethyl-norgalantamine) could be detected in
their unconjugated form in plasma from poor and extensive metabolisers after single dosing. Norgalantamine was detectable in
plasma from patients after multiple dosing, but did not represent more than 10% of the galantamine levels. In vitro studies indicated
that the inhibition potential of galantamine with respect to the major forms of human cytochrome P450 is very low.

Elimination

Galantamine plasma concentration declines bi-exponentially, with a terminal half-life around 7 — 8 hours in healthy subjects. Typical
oral clearance in the target population is about 200 ml/min with intersubject variability of 30%. Seven days after a single oral dose of
4 mg 3H-galantamine, 90 — 97% of the radioactivity is recovered in urine and 2.2 — 6.3% in faeces. After intravenous infusion and oral
administration, 18 — 22% of the dose was excreted as unchanged galantamine in the urine in 24 hours, with a renal clearance of 68.4
+ 22.0 mi/min, which represents 20 — 25% of the total plasma clearance.
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Linearity/non-linearity

After repeated oral administration at a dose of 12 and 16 mg twice daily in tablet form, the mean plasma concentrations at the valley
and at the peak fluctuate between 29 — 97 ng/ml and 42 — 137 ng/ml. The pharmacokinetics of galantamine are linear over the dose
range of 4 — 16 mg twice daily. In patients treated with 12 or 16 mg 2 times a day, no accumulation of galantamine was observed
between the 2" and 6" month.

Characteristics in patients with Alzheimer's disease

Data from clinical trials in patients indicate that the plasma concentrations of galantamine in patients with Alzheimer's disease are
30 — 40% higher than in healthy young subjects primarily due to the advanced age and reduced kidney function. Based upon the
population pharmacokinetic analysis, clearance in female subjects is 20% lower as compared to males. No major effect was observed
per of age or race on the clearance of galantamine. The galantamine clearance in poor metabolisers of CYP2D6 is about 25% lower
than in extensive metabolisers, but no bimodality in the population is observed. Therefore, the metabolic status of the patient is not
considered to be of clinical relevance in the overall population.

Special populations
Renal impairment

Elimination of galantamine decreases with decreasing creatinine clearance as observed in a study with renally impaired subjects.
Compared to Alzheimer patients, peak and trough plasma concentrations are not increased in patients with a creatinine clearance of
= 9 ml/min. Therefore, no increase in adverse events is expected and no dosage adjustments are needed.

Hepatic impairment

The pharmacaokinetics of galantamine in subjects with mild hepatic impairment (Child-Pugh score of 5 — 6) were comparable to those
in healthy subjects. In patients with moderate hepatic impairment (Child-Pugh score of 7 — 9), AUC and half-life of galantamine were
increased by about 30%.

Pharmacokinetic/pharmacodynamic relationship

No apparent correlation between average plasma concentrations and efficacy parameters (i.e., change in ADAS-Cog/11 and CIBIC-
plus at month 6) were observed in the large phase Il trials with a dose-regimen of 12 and 16 mg twice-daily.

Plasma concentrations in patients experiencing syncope were within the same range as in the other patients at the same dose. £\
g
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The occurrence of nausea is shown to correlate with higher peak plasma concentrations. ‘
16. Packaging z{)
Box of 1 blister x 14 tablets. /
Box of 2 blisters x 14 tablets.
17. Storage condition, shelf-life, specification
17.1. Storage condition
Store in a well-closed container, in a dry place. Do not store above 30°C.
17.2. Shelf-life
24 months from the date of manufacturing.

17.3. Specification

P1121022

In-house.

18. Name, address of manufacturer

40 Tu Do Avenue, Vietnam - Singapore Industrial Park,
An Phu Ward, Thuan An, Binh Duong, Vietnam
STELLA Tel: (+84 274) 3767 470 Fax: (+84 274) 3767 469

=’ Stellapharm J.V. Co,, Ltd. - Branch 1
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