& TO HUONG DAN SU DUNG THUOC
Vién nén bao phim
DERUFF-4
Vién nén bao phim

DERUFF

Thuoc ban theo don
Dé xa tam tay tré em
Poc ki hwéng din sir dung truée khi ding
Thong bao ngay cho bac sy hodc dugc sy nhirng tac dung khong mong muén khi sir dung thude
To thong tin sdn phdm nay bao gom hwong dan siv dung cho thuéc c6 nhiéu ham lwong khdc nhau

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phan

Moi vién nén bao phim DERUFF-4 chira:

Galantamin (duéi dang Galantamin hydrobromid) .................. 4 mg

Ta duoc: Dicalci phosphat khan, cellulose vi tinh thé M11 2, talc, acid stearic, HPMC EG6, titan
dioxyd, PEG 4000, polysorbat 80, mau oxyd sat vang, dau thau dau (virgin castor oil).

Moi vién nén bao phim DERUFF chira:

Galantamin (duéi dang Galantamin hydrobromid) .................. 8 mg

Ta duoc: Dicalci phosphat khan, cellulose vi tinh thé M11 2, talc, acid stearic, HPMC EG6, titan
dioxyd, PEG 4000, polysorbat 80, mau erythrosin, mau sunset yellow, mau brilliant blue, dau
thau dau (virgin castor oil).

2. M6 ti san pham
DERUFF-4: Vién nén tron, bao phim mau vang, mot mit c6 dap logo ¢, mit kia c6 dép gach
ngang.

DERUFF: Vién nén tron, bao phim mau héng, mot mat c6 dap logo mat kia c6 dap gach

ngang.

3. Quy cach dong goi
DERUFF-4: Hop 3 vi (Nhom - Nhom) x 10 vién.
DERUFF : Hop 4 vi (Nhom - Nhom) x 7 vién.

4. Thudc ding cho bénh gi?

DERUFF-4/ DERUFF chtra hoat chét 1a galantamin, mot thude chéng sa sut tri tué. Thudc duge
dung ¢ nguoi lon dé diéu trj triéu chung bénh Alzheimer nhe dén vira, mot dang mét tri nhé lam
thay doi churc nang ctia nio.

Bénh Alzheimer lam tang mét tri nhd, 1a 1an va thay ddi hanh vi lam nguodi bénh khoé thuc hién
nhirng hoat dong thuong ngay hon. Nhimg tac dung nay duoc cho 1a do thiéu hut acetylcholin,
mdt chat chiu trach nhiém chuyén thong tin giita cac té bao ndo. Galantamin ting lwong
acetylcholin trong nao va diéu tri diu hiéu cta bénh.

5. Nén dung thudc nay nhw thé nao va lidu hrong?

Lu6n ding thude chinh xac nhu hudng dan cua bac sy hodc duoc sy. Néu ban chua rd, hiy hoi
lai cho chic chan.

Liéu dung:

Ban sé& duoc khoi ddu galantamin véi liéu thap. Liéu khoi dau thuong ding 14 4 mg, dung 2 lan/
ngay (liéu tong cong 1a 8 mg/ ngdy). Bac s s& tang licu tir tir cho ban, sau mdi 4 tuan hodc hon,
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cho dén khi ban dat duoc liéu phu hop. Liéu t6i da 1a 12 mg, dung 2 1an/ ngay (liéu tong cong 1a
24 mg/ ngay).

Bac sy s€ cho ban biét liéu khoi dau va khi ndo can tang lidu. Néu ban khong rd van dé gi, hodc
cam thiy tac dung cua galantamin qua manh hodc qua yéu, thong bdo cho bac s§ hodc dugc sy.
Bac s¥ s& can gip ban thuong xuyén dé kiém tra tac dung cta thudc va thao luan xem ban cam
thdy nhu thé nao.

Néu ban ¢6 van dé vé gan hodac than, bac sy co thé s& giam liéu galantamin cho ban hoac c6 thé
quyét dinh thudc nay khong phit hop cho ban.

Céch dung:

Ban nén diung galantamin 2 1an/ ngay vao budi sang va budi t6i, voi nudc. Ban nén ding thude
cung véi thire an. Udng nhiéu nude khi dung thude dé giit cho co thé du nuée.

6. Khi nao khong nén ding thudc nay?

Khong nén dung thudc nay néu ban:

- Man cam vdi galantamin hodc bét ky thanh phan nio cua thudc.
- Co6 bénh gan hoac bénh than ndng.

7. Tac dung khéng mong mudn

Nhu céc thudc khéc, galantamin c6 thé giy tic dung khong mong mudn, nhung khong phai ai

cling gap phai.

Ngwng ding thudc va lién hé trung tdm y té gan nhdt néu ban gdp cdc phan ing sau:

Cic phan g da bao gdm:

- Phat ban ning kem phong va bong da, dic biét 12 ¢ viing quanh miéng, miii, mét va co quan
sinh duc (hoi chung Stevens-Johson).

- Phéat ban dé phu boi myun mu c6 thé lan khép co thé, do6i khi kém sbt (ngoai ban mun mu toan
than cép tinh).

- Phit ban c6 thé phong, v6i nhitng ndt nho.

Nhiing phan (mg nay hiém gip & bénh nhan ding galantamin (gap ¢ 1 dén 10 trén 10.000 nguoi

st dung).

Van d& vé tim, bao gdm thay d6i nhip tim (nhu nhip tim cham, nhip dap thém) hoic danh tréng

nguc (nhip tim nhanh va khong déu). Céc van dé vé tim c6 thé 1am xuat hién nhiing dau vét bat

thuong trén dién tdm do, va c6 thé thuong gip ¢ bénh nhan ding galantamin (gip ¢ 1 dén 10

trén 100 nguoi sir dung).

Co giat (d6ng kinh) it gdp ¢ bénh nhan ding galantamin (gip ¢ 1 dén 10 trén 1.000 nguoi st

dung).

Cdc tdc dung khong mong mudn khdc:

Rat thwong gdp (gdp ¢ nhiéu hon 1 trén 10 nguoi su dung)

Budn nén va nén. Nhirng tdc dung khong mong mudn nay thuong xay ra trong vai tuan dau diéu

tri hodc khi ting lidu. Nhiing tdc dung khong mong mudn niy c6 xu hudng bién mat tir tir khi co

thé quen véi thube va noi chung thuong chi kéo dai vai ngay. Néu ban gap nhing tic dung nay,

béc s§ c6 thé khuyén ban nén udng nhiéu nudc hon va c6 thé sé cho thudc dé giam triéu ching

cua ban.

Thuong gap (gap & 1 dén 10 trén 100 nguoi sir dung)

Chan an, sut can.

Nhin thdy, cam thdy, hodc nghe thiy nhiing thir khong c6 that (ao gidc).

Tram cam.

Cam gidc chéng mat hodc ngét xiu.

Run co hodc co thét co.

Nhirc dau.

Cam gidc rat mét moi, yéu va khong khoe toan théan.

Cam gidc rat budn ngi va thiéu nang lugng.

Tang huyét ap.
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Pau bung hoac khé chiu bung.

Tiéu chay.

Khé tiéu.

Té nga.

Bi thuong.

It gap (gap & 1 dén 10 trén 1.000 nguoi su dung)
Phan tng di ung.

Thiéu nuée trong co thé.

Céam giéc t€ hoac cham chich trén da.

Thay d6i vi gidc.

Budn ngl vao ban ngay.

Nhin mo.

U tai.

Ha huyét 4p.

Do bung.

Cam gidc muén ndn (ndn khan).

Tang tiét md hoi.

Yéu co.

Tang nong do enzym gan.

Hiém gdp (gdp ¢ 1 dén 10 trén 10.000 nguwoi sir dung)
Viém gan.

Thuéc cé the cO tdc dung khong mong muon khdc, thong bdo cho bdc sy nhiing tdc dung khong
mong muén gap phdi khi sir dung thudc.

8. Nén tranh dung nhirng thudc hoic thue pham gi khi dang sir dung thudc nay?

Thong béo cho béc s§ hoac dugc sy cua ban vé tat ca céc loai thudc ma ban dang sir dung, bao

gom ca cac thudc ké don hodc khong ké don, cac vitamin hodc thudc tir duoc liéu.

Thong bdo cho bdc sy hodc dwgc sv néu ban dang sir dung cdc thudce sau:

Khong nén diing galantamin chung véi nhitng thudc cé tic dung twong tu, bao gom:

- Donepezil hoic rivastigmin (diéu tri bénh Alzheimer).

- Ambenonium, neostigmin hogc pyridostigmin (diéu tri nhuogc co nang).

- Pilocarpin (khi dung duong uong diéu tri khd miéng hoic kho mat).

Mot s6 thude c6 thé 1am ting tan suét tic dung khong mong mudn cia galantamin, bao gom:

- Paroxetin hodc fluoxetin (thubc chéng trAm cam).

- Quinidin (diéu tri nhip tim khong déu).

- Ketoconazol (thube khang nam).

- Erythromycin (thudc khang sinh).

- Ritonavir (diéu tri HIV).

- Thubc khang viém khong steroid (NSAID) (nhu ibuprofen), nhimng thudc nay c6 thé lam ting
nguy co loét.

- Thubc ding diéu tri tinh trang vé tim hodc ting huyét 4p (nhu digoxin, amiodaron, atropin,
thudc chen beta, hodc thudc chen kénh calci). Néu ban dang dung thube diéu tri nhip tim
khong déu, béc s§ c6 thé kiém tra tim ban béng dién tam do.

Béc s¥ ¢6 thé cho ban diing galantamin heu thap hon néu ban dang dung nhimng thude trén.

Galantamin c6 thé anh hudng dén mot sé thudc gdy mé. Néu ban sip duoc phiu thuat cin giy

mé toan than, thong bdo cho bac s§ ban dang dung galantamin.

Sur dung galantamin véi thirc an va d6 uong

Ban nén dung thudc cling véi thirc an.

9. Can 1am gi khi mét 1an quén khong dung thudc?
Néu ban quén dung 1 lidu, bo qua lidu da quén va dung liéu tiép theo nhu binh thudng. Khong
diing gép doi liéu dé bu lai cho liéu da quén.
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Néu ban quén dung nhiéu hon 1 li€u, li€n hé vdi bac sy.

10. Néu ban mudn ngirng thudc

Hoi ¥ kién béc sy trude khi dimg thube. Ban can phai tiép tuc dung thudc dé diéu tri tinh trang
cua ban.

Néu ban c6 cau hoi gi thém, hiy hoi y kién bac sy hodc dugc s3.

11. Can bao quan thu()c nay nhu thé nao?

Giit thudc trong bao bi gdc cuia nha san xuét, day kin.

Dé thudc noi kho rdo, tranh anh sang, nhi¢t d khong qua 30°C, va ngoai tam voi cta tré em.
Khong str dung thudc sau ngay hét han ghi trén bao bi (hdp va vi thuoc).

12. Nhirng ddu hiéu va triéu ching khi ding thudc qua liéu

Dung thudc chinh x4c nhu huéng dan ciia bac sy. N éu ban dung qud liéu hodc tré em nudt phai
thudc, lién hé ngay véi bac sy va trung tim y té gan nhat. Khi ding qud heu ban c6 thé cam thay
budn nén ning va noén, nhugce co, nhip tim cham, co giat (dong kinh) va mét y thirc.

13. Can phai 1am gi khi dung thudc qua liéu khuyén cio?

Ngung diing thudc va lién lac ngay véi bic sy hodc ‘trung tam y té gan nhat.

Mang theo vién thubc cing véi bao bi dé béc sy biét ban da udng thude gi va c6 bién phép xir 1y
kip thoi.

14. Nhirng diéu can than trong khi diing thudc nay

N6i chuyén véi bac sy trude khi dung thubc. Galantamin chi duoc ding dé diéu tri bénh

Alzheimer, va khéng khuyén cdo dung trong cdc dang mat tri khac hogc Id 13n.

Tdc dung khong mong muon nghiém trong

Galantamin c6 thé giy nhitng phan ng nghiém trong trén da, cdc van dé vé tim, co giat (dong

kinh). Ban phai chi y nhiing tic dung khéng mong mudn nay khi diing galantamin.

Trude khi ding thudce nay, thong bdo cho bdc sy néu ban dang c6 cdac vin dé vé sikc khée sau

day:

- Véan dé vé gan hodc than.

- Tinh trang & tim (nhu kho chiu ¢ nguc thuong do cic hoat dong thé chét, dot quy, suy tim,
nhip tim cham va khong déu).

- Thay dbi nong d6 dién giai (cdc chat thuong cé trong méau, nhu kali).

- Loét da day.

- Téc nghén da day hodc ruot.

- R&i loan hé than kinh (nhu dong kinh hodc bénh Parkinson).

- Bénh duong ho hip hodc nhiém tring anh hudng dén ho hap (nhu hen phé quan, bénh tic
nghén phoi hodc viém phoi).

- Khé tiéu.

Bic sy s& quyét dinh galantamin c6 phtt hop véi ban hay khong, hodc néu c6 can thay déi lidu

hay khong.

Ban ciing can thong bdo vdi bac sy néu ban duoc phiu thuit da day, rudt hoic bang quang gan

day. Béc s§ c6 thé s& quyét dinh galantamin khong phu hop voi ban.

Galantamin c6 thé gy sut cin, bac s§ s& kiém tra cin ning cta ban thudng xuyén khi ban diing

galantamin.

DERUFF-4/ DERUFF c6 chira polysorbat 80 c6 thé gdy di ung va dau thau dau c6 thé giy budn

ndn, non, dau bung, ti€u chay.

DERUFF c¢6 chira mau erythrosin, mau sunset yellow, mau brilliant blue c¢6 thé giy di tmg.

Ding thuéc cho tré em

Khong khuyén cdo diing galantamin cho tré em va thanh thiéu nién.

Phu nit mang thai hodc cho con bii
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Néu ban dang mang thai, nghi ban c6 thé mang thai hodc ¢6 y dinh mang thai, hiy héi ¥ kién
béc s§ hodc dugc s§ trude khi dung thude.

Ban khong nén cho con bu khi dang dung galantamin.

Ldi xe va van hanh mdy moc

Galantamin c6 thé 1am ban cam théy chong mat hoac budn ngu, dac biét 1a trong vai tuan dau
diéu tri. Néu ban bj anh huong, khong nén 14i xe hodc van hanh may moéc.

15. Khi nao cin tham vén béc sy, dwoc s§?
Néu can thém thong tin xin hoi ¥ kién bac s§ hodc duoc s¥.

16. Han duing ciia thude: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBQ Y TE

1. DUQC LUC HQC

Ma ATC: NO6DAO4.

Nhém dwge Iy: Thudc chdng sa sut tri tué.

Galantamin la chat tc ché enzym acetylcholinesterase c6 tinh chat canh tranh va hoi phuc.
Galantamin gin thuan nghich va lam bét hoat acetylcholinesterase, do d6 trc ché thuy phan
acetylcholin, lam tang nong d6 acetylcholin tai synap cholinergic. Ngoai ra, thudc con lam ting
hoat tinh cta acetylcholin trén thu thé nicotinic. Su thiéu hut acetylcholin ¢ v6 ndo, nhan tradm
va hai ma dugc coi 1a mdt trong nhitng dac diém sinh Iy bénh sém cua bénh Alzheimer, gdy sa
stit tri tué va suy giam nhan thirc. Chéat khang cholinesterase nhu galantamin 1am ting ham
lugng acetylcholin nén lam giam dién bién cia bénh. Tac dung cua galantamin c6 thé giam khi
qué trinh bénh tién trién va chi con it noron tiét acetylcholin con hoat dong.

2. DUQC DONG HQC

Galantamin 12 mot hop chat c6 tinh kiém véi hang sé dién ly bac 1 1a pKa = 8,2. Galantamin hoi
than dau va hé sb phan bd (Log P) gitra n-octanol/ dung dich dém pH 12 1a 1,09. B tan trong
nuéc (pH 6) cua galantamin 1a 31 mg/ mL. Galantamin c6 3 carbon bat dbi. Dang S, R, S 1a
dang hinh thanh tu nhién. Galantamin duogc chuyén hoa mot phén boi nhiéu cytochrom, chu yéu
1a CYP2D6 va CYP3A4. Mot s6 chat chuyén hoa duoc hinh thanh trong qué trinh thodi gidng
galantamin cho thiy hoat tinh in vitro nhung khong c6 hoat tinh quan trong in vivo.

Hap thu:

Galantamin hép thu nhanh, véi ty.x khodang 1 gio sau khi uéng. Sinh kha dung cua galantamin
cao, trong khoang 88,5 + 5,4%. Dung thudc ciing véi thirc an 1am giam tdc do hap thu cua thude
va giam Cpax di khoang 25%, nhung khong anh hudng dén mirc do hap thu (AUC).

Phdn bé:

Thé tich phan bé trung binh 1a 175 L. Thudc it gin két voi protein huyét twong, ty 18 12 18%.
Chuyén héa:

Khoang 75% liéu galantamin dugc thai trir dudi dang chat chuyén héa. Nghién ctru in vitro cho
thiy CYP2D6 dong vai tro trong viéc hinh thanh O- desmethylgalantamin va CYP3A4 dong vai
tro trong viéc hinh thanh N-oxyd-galantamin. Tong nong do dong vi phéng xa dugc thai tru
trong phan va nudc tiéu khong khic nhau giita ngudi c6 chuyén héa qua CYP2DG6 it va nhiéu.
Trong huyét twong ctia ngudi c¢6 chuyén héa qua CYP2D6 it va nhiéu, galantamin dudi dang
khong d6i va dang glucuronid ctia né chiém hiu hét luong thudc dwoc danh diu phéng xa.
Khong c6 chit chuyén héa cé hoat tinh nao (norgalantamin, O-desmethylgalantamin va O-
desmethyl-norgalantamin) c6 thé dugc phat hién dudi dang khong lién hop trong huyét tuong &
nguoi ¢ chuyen héa qua CYP2DG6 it va nhiéu sau khi ding liéu don. Norgalantamin dugc phat
hién trong huyét twong & bénh nhan sau khi diing lidu lap lai, nhung khong chiém nhiéu hon
10% nong d6 galantamin. Nghién ctru in vitro cho thdy kha niang trc ché ciia galantamin véi cic
dang chinh ctia cytochrom P450 & ngudi 12 rat thap.

Thai tru:

No6ng d6 huyét tuong cia galantamin giam theo ham béc 2, v6i thoi gian ban thai 1a 7 - 8 gio &
d6i tugng khoe manh. Do thanh thai khi diung duong uéng ¢ bénh nhén vao khoang 200 mL/
phut voi sy khac biét gitra cac db6i tugng 12 30%. Bay ngay sau khi ubng lidu don 4 mg H-
galantamin, 90 - 97% liéu phong xa dugc tim thy trong nudc tiéu va 2,2 - 6,3% duoc tim thiy
trong phan. Sau khi tiém truyén tinh mach va dung duong ubng, 18 - 22% liéu dung duoc thai
trr duoi dang galantamin khong do6i trong nudc tiéu trong 24 810, voi d6 thanh thai ¢ than la
68,4 22,0 mL/ phut, thé hién 20 - 25% tong do thanh thai huyét tuong.

Su tuyén tinh

Sau khi udng lidu 13p lai 12 mg va 16 mg galantamin diing 2 1an/ ngay, nong d6 dinh va néng do
day trong huyét twong trung binh dao dong trong khoang 29 - 97 ng/ mL va 42 - 137 ng/ mL.
Dugc dong hoc galantamin tuyén tinh trong khoang lidu 4 - 16 mg dung 2 lan/ ngay. O bénh
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nhin ding galantamin lidu 12 mg hoic 16 mg dung 2 1an/ ngay, khong thiy c6 su tich liy
galantamin gitra thang thr 2 va thang thur 6.

Ddc tinh dwoc dong hoc o bénh nhdn Alzheimer

Thong tin tir thir nghiém 14m sang & bénh nhan cho thiy ndng d6 huyét twong cua galantamin &
bénh nhén bi Alzheimer cao hon dbi tuong khde manh con tré 30 - 40%. Dua trén phan tich
dugc dong hoc, d thanh thai galantamin & dbi tuong nir gioi thép hon 20% so v&i nam gioi.
Khong c6 anh huéng dang ké do tudi tac hodc ching tdc lén dd thanh thai galantamin dugc tim
thdy. Do thanh thai ciia galantamin & ngudi c6 chuyén héa qua CYP2D6 kém thip hon khoang
25% so v6i ngudi ¢6 chuyén héa qua CYP2D6 nhiéu, nhung khong thay khac biét giira hai
nhém. Vi vy, tinh trang chuyén héa ¢ bénh nhan khong anh hudng c6 ¥ nghia 1am sang trén
dan s6 chung.

Déi twong dic biét

Bénh nhdn suy than

Sy thai trir ctia galantamin giam khi do thanh thai creatinin giam trong nghién ctru & ddi tuong
bi suy than. So v6i bénh nhan Alzheimer, nong d dinh va nong d day trong huyét twong khong
tang & bénh nhan c6 d thanh thai creatinin > 9 mL/ phut. Vi vay cac tac dung khong mong
mudn khong ting va khong can hiéu chinh lidu.

Bénh nhan suy gan

Dugc dong hoc ciia galantamin ¢ d6i tuong bi suy gan nhe (Child-Pugh 5 - 6) twong tu nhu &
d6i tugng khoe manh. O bénh nhan suy gan vira (Child-Pugh 7 - 9), AUC va thoi gian ban thai
cua galantamin tang khoang 30%.

Ngueoi cao tudi

Nf)ng d6 galantamin trong huyét trong cao hon so v6i nguoi khoé manh 30 - 40%.

Moéi lién quan dwgc dong hoc/ dugc lyc hoc

Khong c6 mbi twong quan giita ndng d¢ trung binh huyét tuong va théng s6 hidu qua (vi du nhu
su thay d6i ADAS-Cogl1 va CIBIC-plus & thang thi 6) trong thir nghiém pha III véi phac dd
lidu 12 mg va 16 mg ding 2 1an/ ngay.

Néng d6 huyét twong ¢ bénh nhan bi ngat xiu nam trong khoang néng d giéng nhu nhiing bénh
nhan khac ding cing mot liéu.

Tan suat budn ndn ¢ twong quan v6i ndng do dinh trong huyét twong cao hon.

3. CHIi PINH o ,
Galantamin dugc dung dé di€u tr1 chung sa sit tri tu¢ to nhe dén trung binh trong bénh
Alzheimer.

4. LIEU DUNG - CACH DUNG

Liéu ding

Nguwoi I6n/ ngwoi cao tudi

Trwdc khi khoi dau diéu tri

Chén doan loai sa st tri tué do Alzheimer c6 thé xay ra nén duoc xac dinh day du theo hudng
dan 1am sang hién hanh.

Liéu khéi dau

Liéu khoi dau khuyén cdo 1a 8 mg/ ngay (4 mg dung 2 1an/ ngiy) trong 4 tuan.

Liéu duy tri

Su dung nap va liéu galantamin nén dugc danh gia lai thuong xuyén, tot nhét 1 trong vong 3
thang sau khi khoi dau diéu tri. Sau d6, loi ich 1am sang ctia galantamin va su dung nap diéu tri
cia bénh nhan nén dugc danh gia lai thuong xuyén dya trén hudéng da~1n lam sang hién hanh.
Diéu tri duy tri c6 thé duoc tiép tuc chung nao loi ich diéu tri van con t6t va bénh nhan con dung
nap v6i diéu tri galantamin. Nén can nhic ngimg galantamin khi c6 bang chimg khong con hiéu
qua diéu tri hodc bénh nhan khong con dung nap voi diéu tri.

ngu duy tri khoi dau 14 16 mg (8 mg dung 2 1an/ ngay) va nén giit muc lidu nay trong it nhét 4
tuan.
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Nén can nhic tang liéu duy tri 1én 24 mg/ ngay (12 mg dung 2 1an/ ngay) ¢ nhiing trudong hop cu
thé sau khi da danh gia ddy du bao gdm danh gia loi ich 1am sang va kha ning dung nap.

O nhitng bénh nhan khong c6 su ting dap Gmg hodc khong dung nap liéu 24 mg/ ngay, nén can
nhic giam lidu xudng 16 mg/ ngay.

Nging thuéc _

Khong c6 phan tmg hdi tmg sau khi ngimg thudc dot ngdt (nhu khi chudn bi phau thuat).

Bénh nhdn suy thdin

Nong do huyét twong galantamin c6 thé ting & bénh nhan suy than vira &én ning.

O bénh nhén c6 do thanh thai creatinin > 9 mL/ phut, khong can hiéu chinh lidu galantamin.
Chéng chi dinh dung galantamin & bénh nhan c6 d6 thanh thai creatinin < 9 mL/ pht.

Bénh nhdn suy gan

Nong d6 huyét tuong ciia galantamin c6 thé ting & bénh nhan suy gan vira dén ning.

O bénh nhan suy giam chirc nang gan vua (Child-Pugh 7 - 9), dya trén m6 hinh dugc dong hoc,
khuyén cdo nén dung liu khoi dau 1a 4 mg dung 1 lan/ ngay, tot nhat nén ding vao budi sang,
trong it nhat 1 tuan. Sau d6, nén tang lidu 1én 4 mg ding 2 lan/ ngay trong it nhat 4 tuan. O
nhirg bénh nhéan nay, liéu hang ngay khéng nén vuot qua 8 mg ding 2 1an/ ngay.

O nhitng bénh nhéan suy gan nang (Child-Pugh > 9), chéng chi dinh dung galantamin.

Khoéng can hiéu chinh liéu cho bénh nhan suy gan nhe.

Diéu tri phéi hop

O bénh nhén diéu tri v6i thude e ché manh CYP2D6 hoic CYP3A4, c6 thé can nhic giam lidu
galantamin.

Tré em

Galantamin khong dugc chi dinh cho tré em.

Cach dung:

Galantamin duoc dung qua duong ubng, ngay 2 lan, tot nhét 12 vao céc bita an sang va tbi. Can
dam bao dung nudc day du trong qua trinh diéu tri.

5. CHONG CHI PINH

M3n cam véi galantamin hodc véi bat ky thanh phan nao cua thude.

Vi chua ¢6 thong tin vé viée sir dung galantamin & bénh nhan suy gan niang (Child-Pugh > 9) va
& bénh nhan c6 do thanh thai creatinin < 9 mL/ phiit, chéng chi dinh dung galantamin ¢ nhiing
bénh nhan nay. Chong chi dinh galantamin & bénh nhan bi dong thoi rdi loan chirc ning gan va
than dang ké.

6. CAC TRUONG HQP THAN TRONG KHI DUNG THUOC

Cdc dang mit tri nhé

Galantamin duoc chi dinh cho bénh nhan bi mét tri nhé do Alzheimer tir nhe dén nang. Loi ich
cua galantamin trén cdc dang sa stt tri tu¢ hodc suy giam tri nhd khac chua dugc xéc dinh.
Trong 2 thir nghiém lam sang kéo dai 2 nam ¢ cic bénh nhan bi suy giam y thirc nhe (mot dang
suy giam trf nh¢ nhe hon khong thudc pham vi mat trf nhé do Alzheimer), galantamin khong
cho thdy bét ky loi ich nao trong viéc giam su suy giam y thirc hodc su tién trién 1am sang sang
mat tri nhé. Ty 1é tr vong & nhém ding galantamin cao hon dang ké so v6i nhém diing gia duoc.
Nguyén nhan tir vong rat da dang. Khoang 50% truong hop tir vong do diing galantamin 1a do
két qua cta cdc nguyén nhan mach méu (nhdi mau co tim, dot quy va dot tr). Chua rd lién quan
ctia nhitng két qua nay voi didu tri & bénh nhan mat tri nhé do Alzheimer.

Khong c6 sy gia ting ty 1 tir vong & nhém diing galantamin trong mot nghién ciru dai han, ngau
nhién, d6i ching gia dugc ¢ bénh nhan bi Alzheimer tir nhe dén vira. Ty 1€ t&r vong & nhom
ding gia duoc cao hon dang ké so voi nhém dung galantamin.

Nén chin do4n mét tri nhé do Alzheimer theo hudng dan hién hanh. Piéu tri bang galantamin
nén duogc thuc hién dudi sy gidm sat cta bac sy va chi nén duogc khoi dau néu bénh nhan c6
ngudi cham soc c¢6 thé thudng xuyén theo ddi viéc ubng thudc ciia bénh nhan.
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Phdn vng da nghiém trong

Phén tmg da nghiém trong (hoi chimg Stevens-Johnson va ngoai ban mun mu toan thin cap tinh)
da dugc bdo cdo ¢ bénh nhan ding galantamin. Nén khuyén bénh nhén thong bdo nhitng du
hiéu cta phan tng da nghiém trong va ngimg ding galantamin ngay khi ¢6 d4u hiéu phat ban da
dau tién.

Theo doi can nang

Bénh nhan bi Alzheimer bi sut can. Piéu tri v4i thudc khéng cholinesterase, bao gém
galantamin, c6 thé gdy sut cAn & nhitng bénh nhin nay. Nén theo déi cAn ning cua bénh nhan
khi diéu tri.

Cdc tinh trang can thin trong

Nhu nhitng thube ¢6 tic dung gidng cholin khic, nén than trong khi diing galantamin ¢ nhiing
bénh nhéan c6 nhitng tinh trang sau:

Réi loan tim mach

Do tic dung dugc 1y ctia minh, nhitng thudc c6 tic dung gidng cholin ¢6 thé c¢é tic dung cudng
d6i giao cam 1én nhip tim (nhu cham nhip tim). Tdc dung nay c6 thé ddc biét quan trong & bénh
nhan bi hoi chimg nit xoang hodc cdc rdi loan dan truyén trén tim that cta tim khac hodc &
nhitng bénh nhan ding chung véi cc thude cé thé lam giam dang ké nhip tim, nhu digoxin va
thudc chen beta hodc ¢ bénh nhan c6 rdi loan dién gidi chua dugc xu tri (nhu tang kali huyét, ha
kali huyét).

Vi vy nén than trong khi dung galantamin & bénh nhan c¢6 bénh tim mach, nhu giai doan ngay
sau nh01 mau co tim, khoi phdt méi rung nhi, block tim muc d6 2 hodc cao hon, dau that nguc
khong 6 6n dinh, hodc suy tim sung huyet dac biét la NYHA @6 III - IV.

O mot phén tich gdp nghién ciru ddi chimg gia duoc ¢ bénh nhan bi mét tri nhé do Alzheimer
dugc diéu tri v6i galantamin, c6 sy gia tang ty 18 tic dung khéng mong mudn trén tim mach.

Réi loan tiéu hoa

Bénh nhan ¢ nguy co loét dudng tiéu héa cao, nhur nhitng bénh nhan c6 tién sir bénh loét hodc
nhitng bénh nhan dé mac bénh nay, bao gdm bénh nhan dang ding chung véi céc thudc khang
viém khong steroid (NSAID), nén duoc theo doi triéu chimg. Khéng khuyén cdo dung
galantamin ¢ bénh nhan bi tic nghén da day - rudt hoac dang hoi phuc sau khi ph?lu thuat da day
- rudt.

Réi logn than kinh

bi c6 bao cdo dong kinh khi dung galantamin. Dong kinh cting c6 thé 12 mot biéu hién cta bénh
Alzheimer. Trong trudng hop hiém gip, sy ting truong luc cholinergic ¢6 thé 1am ning thém
triéu chig Parkinson.

Trong mot phén tich gop nghién ctru d6i chimg gia duoc ¢ bénh nhan mat tri nhé do Alzheimer
diéu trj v6i galantamin, bién ¢ trén mach mdu ndo it dugc thdy. C6 thé can nhic ding
galantamin 6 bénh nhan c6 bénh mach mau nao.

ROi logn ho hdp, long ngurc va trung that

Nén céan than khi dung thudc c6 tic dung glong cholin & bénh nhén c6 tién sir hen phé quan nang
hodc bénh tic ngh&n phoi hodc nhidm tring phoi hoat dong (nhu viém phoi).

Réi logn thdn va tiét niéu

Khong khuyén cdo diing galantamin & bénh nhan bi tic nghén duong tiéu hodc dang hdi phuc
sau phau thuat bang quang.

Phdu thudt

Galantamin, ciing nhu nhiing thudc c6 tic dung giéng cholin, thudng lam ting sy gidn co kiéu
succinylcholin khi gdy mé, dic biét trong trudng hop thiéu hut pseudocholinesterase.

Canh bao ta dugc

DERUFF-4/ DERUFF c6 chira polysorbat 80 c6 thé gdy di ung va dau thau dau c6 thé giy budn
ndn, non, dau bung, tiéu chay.

DERUFF c¢6 chira mau erythrosin, mau sunset yellow, mau brilliant blue c6 thé giy di tmg.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU:
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Phu nir co thai

Chua c6 nghién ctru trén ngudi mang thai. Nghién ctu trén dong vat cho thiy galantamin lam
cham qu4 trinh phat trién cta bao thai va dong vat mdi sinh. Can than trong khi ding cho ngudi
mang thai.

Phu nir cho con bu

Chua xéc dinh dugc galantamin cé qua sita me hay khong. Tuy nhién, khong chi dinh dung
thubc dbi véi phu nit thoi ky cho con bi hodc khi diing galantamin khéng nén cho con b me.
Khd nang sinh sdn

Anh hudng cia galantamin trén kha nang sinh san chua duge dénh gia.

ANH HUONG CUA THUOC TREN KHA NANG LAI XE VA VAN HANH MAY MOC:
Galantamin c6 anh huong tir nhe dén trung binh trén kha ning 1ai xe va van hanh may moc.
Triéu chung bao gém chong mat va budn ngu, dac biét trong tuan diéu tri dau tién.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC

Tuwong tac duoc lyc hoc

Vi co ché tac dong cua minh, khong nén ding galantamin chung véi nhirng thudc cé tic dung
gidng cholin khac (nhu ambenonium, donepezil, neostigmin, pyridostigmin, rivastigmin hodc
pilocarpin dung toan than). Galantamin c6 kha nang dbi khang tic dung cua nhitng thudc khang
cholinergic. Néu ngung cdc thudc khang cholinergic nhu atropin dot ngdt, c6 nguy co tac dung
clia galantamin c6 thé bung phat. Tuong tu nhu véi nhing thudc c6 tic dung giong cholin,
galantamin c6 thé tuong tac dugc luc hoc voi nhiing thudc 1am giam dang ké nhip tim nhu
digoxin, thudc chen beta, méot sd thude chen kénh calci va amiodaron. Nén than trong khi dung
chung véi nhimng thudc c6 thé giy xoan dinh. Trong nhiing trudng hop nay nén can nhic theo
doi dién tam do.

Galantamin, ciing nhu thudc c¢6 tic dung giéng cholin khic, thuong gy ting gidn co kiéu
succinylcholin khi gdy mé, dic biét trong trudng hop thiéu hut pseudocholinesterase.

Twong tac dwoc dong hoc

Sy thai trir galantamin c6 su tham gia ctia nhiéu con dudng chuyén héa khac nhau va thai trir
qua than. Kha nang tuong tac co y nghia lam sang thap. Tuy nhién, ¢ thé xdy ra twong tac dang
ké & mot s6 bénh nhan.

Dung chung galantamin véi thirc dn lam chdm toc do hap thu nhung khong anh huong dén muc
d6 hap thu. Khuyén cdo diing galantamin véi thirc dn dé giam thiéu tdc dung khong mong mudn
cholinergic.

Cdc thuoc khdc anh hiong dén chuyén héa galantamin

Nghién ctru tuong tac thudc chinh thirc cho thay sinh kha dung galantamin khoang 40% khi
diing chung véi paroxetin (thudc (rc ché manh CYP2D6) va 30% va 12% khi dung chung voi
ketoconazol va erythromycin (thudc e ché CYP3A4). Vi vay, khoi dau diéu tri voi thude tc
ché manh CYP2D6 (nhu quinidin, paroxetin hodc fluoxetin) hodc thudc wrc ché CYP3A4 (nhu
ketoconazol hodc ritonavir) khi dang dung galantamin, bénh nhan c6 thé bi tang ty 1& cic tic
dung khong mong mudn cholinergic, chu yéu la budn ndn va ndn. Trong nhitng trudng hop nay,
dua trén kha ning dung nap, c6 thé can nhic giam liéu duy tri galantamin.

Memantin, mot chat dbi khang thy thé N-methyl-D- aspartat (NMDA), v6i liéu 10 mg dung 1
1an/ ngay trong 2 ngay sau do ting 1én 10 mg dung 2 lan/ ngay trong 12 ngay, khong anh hudng
dén dugc dong hoc cua galantamin & trang thdi on dinh.

Anh hwong ciia galantamin lén chuyén héa ciia nhitng thuéc khdc

Galantamin ¢ liéu diéu tri 24 mg/ ngay khong anh hudng dén dong hoc cia digoxin mic du vin
6 thé xay ra tuong tac dugc luc hoc.

Galantamin & liéu diéu tri 24 mg/ ngay khong anh huéng dén dong hoc warfarin va thoi gian
prothrombin.

8. TAC DUNG KHONG MONG MUON
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Cic tac dung khong mong mudn theo tin suit va hé co quan

Rat thwong gdp, ADR > 1/10

Tiéu héa: Non, budn non.

Thuong gap, 1/100 <ADR < 1/10

Chuyén hoéa va dinh dudng: Chan an.

TAm than: Ao gidc, trAm cam.

Than kinh: Ngét xiu, chéng mét, run, nhirc dau, budn ngu, hon mé.

Tim: Cham nhip tim.

Mach mau: Tang huyét 4p.

Ti€u hoa: Dau bung, dau thugng vi, ti€u chay, khé ti€u, kho chiu da day.

Co xuong va mo lién két: Co thit co.

Toan than va duong st dung: Kiét strc, mét moi, suy nhugc.

Xét nghiém: Sut can.

Chén thuong, nhiém ddc va cdc bién ching: Té ngd, vét rach.

It gap, 1/1.000 < ADR < 1/100

Mién dich: Qud man.

Chuyén héa va dinh dudng: Mét nudc.

Tam than: Ao gidc thi gidc, 4o gidc thinh gidc.

Thén kinh: Di cam, loan vi gidc, ngu lim, dong kinh.

Thi gidc: Nhin mo.

Tai va mé dao (tai trong): U tai.

Tim: Ngoai tim thu that, block nhi that d6 1, chim nhip xoang, danh trong nguc.

Mach mau: Ha huyét ap, do bung.

Tiéu héa: Non khan.

Da va md dudi da: Tang tiét mo hoi.

Co xuong va md lién két: Nhugce co.

Xét nghiém: Tang enzym gan.

Hiém gap, 1/10.000 < ADR < 1/1.000

Tim: Block nhi that hoan toan.

Gan mat: Viém gan.

Da va mo dudi da: Hoi ching Stevens-Johnson, ngoai ban mun mu toan than cép tinh, hong ban
da dang.

Huéng din cach xir tri ADR

Cdc tac dung khong mong mudn trén duong tiéu héa (ndn, budn ndn, tiéu chay, chan an, syt can)
thuong gip nhat va ting theo lidu dung. Pé giam bét cdc tac dung khong mong mudn nay, nén
dung galantamin vao bira an, dung thudc chéng non, ubng du nudc.

Thudc co thé gay ra cdc tac dung khong mong muon khdc, khuyén bénh nhan théng bdo cdc tdc
dung khéng mong muén gdp phdi khi ding thuéc.

9. QUA LIEU VA CACH XU TRI

Triéu chung

Dau hiéu va triéu chimg qua lidu déng ké ctia galantamin duoc du doan 1a twong ty nhu qua lidu
cac thude c6 tac dung giong cholin khdc. Nhirng tac dung nay n6i chung c6 su tham gia cua hé
than kinh trung wong, hé than kinh d6i giao cam, va tlep hop than kinh - co. Ngoai nhugc co
hodac rung co cuc bg, c6 thé xuét hién thém mot sd hodc tit ca nhitng diu hiéu cua con
cholinergic vi triéu chung: Budn non nang, non, dau bung, tang tiét nudc bot, chay nudc mat,
di tiéu, dai tién, dd mo héi, nhip tim cham, ha huyét ap, dot quy va co giat. Tang nhuoc co kém
suy nhuge khi quan va co thit phé quan c6 thé dan dén ton thuong duong thd nghiém trong.

D3 c6 bao cao sau khi dua thudc ra thi truong vé trudng hop xodn dinh, kéo dai khoang QT,
cham nhip tim, nhanh nhip that va mat y thtrc thodng qua do v ¥ qua lidu galantamin.

Xur tri
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Nhu nhing truong hop qua lidu thubc khdc, nén thuc hién cdc bién phap hd tro chung. Trong
truong hop néng, c6 thé dung thudc khang cholinergic nhu atropin nhu thudc giai doc chung cho
céc thude c6 tic dung gidng cholin. Khuyén cdo khéi dau véi lidu 0,5 - 1 mg tiém tinh mach, va
sau d6 diéu chinh lidu theo dap ung 1am sang.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong diing qua liéu chi dinh.

11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xudt tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DPAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Céng nghiép My Phudc 1, Phudng Théi Hoa, Thi xa Bén Cét, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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