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Vién nén
USKAS-350

Vién nén
KAUSKAS-100
Vién nén

KAUSKAS-200

Thudc bén theo don
Dé xa tAm tay tré em
Poc ky huwéng din sir dung truée khi dung
Théng béo ngay cho béc s§ hoic dugc s§ nhitng téc dung khong mong mudn khi sir dung thudc
To thong tin san phdm nay bao gom hudng dén si dung cho thubc cé nhiéu ham lugng khdc nhau

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGU'OI BENH

1. Thanh phén

M>i vién nén KAUSKAS-50 chia:

Lamotrigin ................. 50 mg

T4 dugc: Lactose monohydrat, povidon, cellulose vi tinh thé M101, magnesi stearat, PEG 6000,
polysorbat 80, starch 1500, croscarmellose natri.

M3i vién nén KAUSKAS-100 chra:

Lamotrigin ................. 100 mg

Té dugc: Lactose monohydrat, povidon, cellulose vi tinh thé M101, magnesi stearat, PEG 6000,
polysorbat 80, starch 1500, croscarmellose natri.

Mdi vién nén KAUSKAS-200 chira:

Lamotrigin ................. 200 mg

T4 dugc: Lactose monohydrat, povidon, cellulose vi tinh thé M101, magnesi stearat, PEG 6000,
polysorbat 80, starch 1500, croscarmellose natri.

2. M ta sin phim

KAUSKAS-50: Vién nén tron mau trépg, mot mat cé dap logo V4 , mit kia c¢6 dap gach ngang.
KAUSKAS-100: Vién nén dai, mau tréng, hai mit tron.
KAUSKAS-200: Vién nén dai, mau tring, hai mit tron.

3. Quy cach déng goi

KAUSKAS-50: Hop 3 vi x 10 vién.
KAUSKAS-100: Hop 3 vi x 10 vién.
KAUSKAS-200: Hop 3 vi x 10 vién.

4. Thudc dung cho bé¢nh gi?

KAUSKAS-50/ KAUSKAS-100/ KAUSKAS-200 chira hoat chit lamotrigin thudc nhém thude
chéng dong kinh, ding dé di€u trj 2 tinh trang dong kinh va roi loan ludng cuc.

Lamotrigin diéu tri dong kinh bang céch ngin chan tin hi¢u tir ndo den de khéi phat con d(;:lV
kinh.
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— O ngudi 16n va tré em tir 13 tudi tro 1én, lamotrigin ¢ thé duogc sir dung don ddc hodc phéi
hop véi thude khac dé diéu tri dong kinh. Lamotrigin con ¢6 thé dugc dung phdi hop véi
thude khac dé diéu tri dong kinh xay ra kém véi hoi chimg Lennox-Gastaut.

G tré em tir 2 - 12 tudi, lamotrigin ¢6 thé dugc ding phdi hop véi thude khac dé dieu tri
nhitng triéu chung trén. Lamotrigin cling c6 thé duoc dung don ddc dé diéu tri dong kinh
vang y thic.

Lamotrigin ciing duogc dung dé didu tri r6i loan ludng cuc.

Ngudi bénh rdi loan ludng cuc (d6i khi dugc goi la hung cam trAm cam) c6 su thay dbi cam xuc

manh mé, voi giai doan hung cam (phén khich hodc hung phin) xen k& véi giai doan trdm cam

(dau budn nhiéu hoac tuyét vong). o ngudi lon tir 18 tudi tros Ién, ‘lamotrigin ¢6 thé dugc dung

don ddc hodc phdi hop véi thude khac dé phong ngira giai doan trAm cam xay ra trong rdi loan
ludng cuc. Chua rd cach lamotrigin tic dong 1én ndo dé c¢6 tac dung nay.

5. Nén ding thuéc nay nhu thé nao va lidu lwgng?

Ludn ding thudc chinh xac nhu huéng dan cua bac sy hodc dugc sj. Néu ban chua 15, hdy hoi
lai cho chic chan.

Liéu dung:

C6 thé cAn mot khoang thoi gian dé bac sy chon dugc liéu lamotrigin t6t nhit cho ban. Liéu
dung cta ban phu thudc vao:

—  Tudi tac.

— Ban c6 dung lamotrigin cung v6i thudc khac hay khong.

—  Bancd véin dé vé gan hogc than hay khong.

Bac s§ s& ké cho ban liéu thép dé khoi dAu va tang lidu tir tir trong vai tun cho dén khi dat duge
liéu ¢6 hiéu qua cho ban. Khong ding lamotrigin nhiéu hon lidu béac s§ chi dinh cho ban.

Liéu c6 hiéu qua thuong dung cua lamotrigin cho ngudi 16n va tré em tir 13 tudi tros 1én 1a tir 100
- 400 mg/ ngay.

D&i véi tré em tir 2 - 12 tudi, lidu c6 hiéu qua phu thudc vao thé trong cta co thé - thudng tir 1 -
15 mg/ kg thé trong, dén lidu duy tri t5i da 1a 200 mg/ ngay.

Khéng khuyén cdo ding lamotrigin cho tré em dudi 2 tudi.

Cach dung:

Ban nén dung lamotrigin 1 hodc 2 1an/ ngay nhu huéng dn ctia bac s§. Bac s§ ¢6 thé cho ban
161 khuyén khai dau hodc ngimng sir dung thudc khéac dua trén tinh trang va dép tmg cua ban véi
thudc.

Ban c6 thé dung thudc cting hodc khong cung véi thirc an. Nubt nguyén vién, khong bé, nhai
hodc nghién vién. Ludn ding thudc ddy du theo chi dinh cua bac sj.

6. Khi nao khong nén ding thudc nay?

Khong nén dung thudc nay néu ban:
—  MAn cam véi lamotrigin hogc bat ky thanh phan nao cua thude.

7. Tac dung khéng mong muon

Nhu céc thude khac, lamotrigin c6 thé gdy tac dung khong mong mudn, nhung khong phai ai
cling gap phai.

Newng ding thudc va lién hé trung tdmy 16 gdn nhdt néu ban gdp cdc phdn ing sau:

Céc phan tmg c6 thé de doa tinh mang:

Mbt sb it bénh nhan dung lamotrigin ¢6 thé bi phan {mg di tng hodc phan img da c6 thé de doa
tinh mang, c6 thé tién trién dén nhitmg bién chimg nghiém trong hon néu khong duoc chira tri.
Nhiing triéu chimg nay thuong gép hon trong vai thang du diéu tri voi lamotrigin, dac biét néu
bit dau voi lidu qué cao hodc néu ting lidu qua nhanh hodc néu lamotrigin dugc dung voi
valproat. Mot s tridu ching thudng gdp hon ¢ tré em, vi vay cha me nén dac biét can than khi
dung thudc cho con.

Triéu chimg cta nhitng phan Gng nay bao gém: 3/
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—  Phat ban da hodc do da, co thé tién trién thanh phan tmg da c6 thé de doa tinh mang bao
gdm phat ban lan rong kém bong nude va bong tréc da, dic biét xay ra & quanh miéng, mili,

,

mit va co quan sinh duc (hdi chimg Stevens-Johnson), bong troc da néng (trén 30% bé mat
co thé - hoai tir biéu bi nhiém ddc) hodc phat ban nang kém sy tham gia cia gan, mau va
cac ndi tang khéc cua co thé (phan tmg do thubc kém ting bach cau i toan va triéu chimg
toan than hay con goi la phan ting qua man DRESS).

—  Loét & miéng, cb hong, miii hodc co quan sinh duc.

— Pau miéng hoac do hoac sung mat (viém két mac).

_  Sét, triéu chung gidng cum hodc budn ngu.

—  Sung quanh mat hogc sung hach bach huyét & ¢b, nach hoac dui.

—  Chay méau hodc bam tim khong rd nguyén nhédn hodc ngoén tay chuyén mau xanh.

—  Pau cb hong hodc nhiém trang nhiéu hon (nhu cam).

—  Tang nbng d6 c4c enzym gan trong xét nghiém mau.

—  Téng bach ciu 4i toan.

—  Sung hach bach huyét.

—  Su tham gia cua cic ndi tang cua co thé bao gom gan va than.

Trong nhiéu trudng hop, nhing tri¢u chimg nay c6 thé 1a d4u hiéu cta nhitng tic dung khong

mong mudn it nghiém trong hon nhung ban phai cén than vi nhimg triéu ching nay ciing c6 thé

tién trién thanh nhitng bién chimg nghiém trong hon nhu suy céac ndi tang, néu ban khong duoc

chira tri.

Néu ban gip nhiing triéu ching nay, ban nén lién h¢ ngay vé4i bac sy. Béc sy co thé quyét dinh

cho ban thuc hién cic xét nghiém gan, than hodc mau va cho ban ngimg lamotrigin. Trong

trudng hop ban bi hoi ching Stevens-Johnson hodc hoai tu biéu bi nhiém doc, bac sy co thé

khong cho ban dung lamotrigin lai. ’

Céc tdc dung khéng mong mudn khdc: .

Rat thuong gdp (gdp & nhiéu hon 1 trén 10 nguoi sic dung)

Nhire dau.

Phat ban da.

Thwong gap (gdp o 1 dén 10 trén 100 nguoi st dung)

Hung hang hoac kho chiu.

Budn ngt.

Choéng mat.

Run.

Kho ngu.

Kich dong.

Tiéu chay.

Kho6 miéng.

Budn ndn, non.

Mét moi.

Pau & lung hodc khdp hodc noi khac.

It gap (gdp 6 1 d@én 10 trén 1.000 ngudi sir dung)

Vung vé va phéi hop kém (mét diéu hoa).

Nhin d6i hodc nhin mo.

Rung toc bit thuong

Hiém gap (gap 6 1 dén 10 trén 10.000 ngudi sir dung)

Nhom triéu ching bao gbm sdt, budn ndn, ndn, nhic dau, cing ¢b va nhay cam véi anh sang

qua muc. Nguyén nhdn cta tinh trang nay ¢6 thé do viém mang bao quanh ndo va tuy séng

(viém mang ndo). Nhitng triéu chimg nay thuong khoi khi ngung diéu tri tuy nhién néu triéu

ching tiép tuc hodc niing hon ban nén lién hé vdi bac s3.

Chuyén dong nhanh va khong kiém soat ciia mét (rung gidt nhan cau). q/

Ngtra mit, kém chay nuéc mat hodc c6 ghén (viém ket mac).
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Rat hié'rgz gap (gap o 1 dén 10 trén 100.000 nguoi st dung)

Thay ddi thong sb xét nghiém mau, bao gom gidm so luong hong cau (thiéu mau), gidm so

lugng bach cau (giam bach cAu, giam bach cau trung tinh, mat bach cau hat), giam so luong tiéu
cu, giam sb luong tAt ca céc loai té bao mau (giam toan thé huyét ciu) va bénh tiy xuong goi la
thiéu mau bat san.

Ao gidc (thdy hodc nghe thir khong c6 that).

Lu lan.

Cam giac lung lay hodc khong vimg vang khi di lai.

Chuyén dong khong kiém soat ctia co thé, co thit co khong kiém soét tdc dong 1én mit, chimg
mua gidt mua von hodc cac chuyén dong khong kidm so4t khac cua co thé nhu giat, run hodc co
cung.

() bénh nhéan di bi dong kinh, tn sudt dong kinh c6 thé ting lén.

(3 bénh nhén da bi Parkinson, triéu chimg ¢6 thé ning hon.

Phan tmg giéng lupus (triéu chimg c6 thé bao gdbm dau lung hodc dau khop doi khi c6 thé di
kém véi sbt va/ hodc bénh néi chung).

Chua ré tan sudt

Bénh xuong bao gdm nhuyén xuong va loang xuong (lam xuong mong hon) va gay xuong. Ban
nén hoi y kién bac sy hodc dugc s§ néu ban dang dung thuc chong dong kinh dai han va co tién
sir long xwong hodc dang dung steroid. 4

Ac mong.

Thude c6 thé c6 téc dung khong mong muon khdc, thong bdo cho bdc sy nhitng tdc dung khong
mong mudn gap phdi khi sir dung thubc.

8. Nén tranh dung nhirng thudc hoic thuwe phfnm gi khi dang sir dung thudc nay?

Thong bao cho bac s§ hodc dugc s§ cua ban vé tht ca cac loai thuéc ma ban dang sir dung, bao

gém ca céc thudc ké don hoic khong ké don, cac vitamin hodc thudc tir dugce liéu.

Théng bdo cho bdc sy hodc dicoc sp néu ban dang sir dung cdc thuéc sau:

Béc s§ can biét néu ban dang diing céc thubc tri dong kinh khéc hodc céc bénh tam than dé dam

bao ban dung dung liéu lamotrigin. Cac thuéc nay bao gom:

—  Oxcarbazepin, felbamat, gabapentin, levetiracetam, pregabalin, topiramat hodc zonisamid
dung dé tri dong kinh.

—  Lithi, olanzapin hoac aripiprazol dung d8 tri c4c bénh tim than.

—  Bupropion ding dé tri cdc bénh tAm than hodc cai thuc 14.

Théng bdo cho bac sy néu ban dang dimg cdc. thude nay.

Mot so thude co thé twong tac véi lamotrigin hodc lam cho bénh nhén dé gip tac dung khong

mong mudn. Céc thube nay bao gbm:

Valproat, carbamazepin, dung dé tri dong kinh va céc bénh tim than.

Phenytoin, primidon hogc phenobarbital, dung dé tri dong kinh.

Risperidon, dung & tri bénh tam than.

Thuéc ding dé tri nhiém HIV (phdi hop lopinavir va ritonavir hodc azatanavir va ritonavir).

— Bién phdp tranh thai hormon nhu thudc tranh thai.

Thong bdo cho bdc sy néu ban dang ding cdc thuéc nay hodc néu ban khéi dau hodc ngieng mot

thubce nao do.

Bién phap tranh thai hormon (nhu thudc tranh thai) c6 thé anh hudng dén tac dung cta

lamotrigin.

Béc s§ co thé khuyén ban st dung cac bién phép tranh thai hormon cu thé hodic cac bién phap

tranh thai khic, nhu bao cao su, vong tranh thai hodc mi tranh thai. Néu ban dang dung cac bién

phép tranh thai hormon nhu thudc tranh thai, bac sy c6 thé cho ban xét nghiém mau dé kiém tra

néng d0 lamotrigin. Néu ban dang dung cac bién phép tranh thai hormon hodc ¢6 y dinh dung,

ban nén hdi y kién bac sy dé biét bién phap phu hop cho minh.

Lamotrigin cling c6 thé anh hudng dén tac dung bién phap tranh thai hormon, mdc du anh huong

ndy it khi lam gidm tdc dung ciia bién phép tranh thai. Néu ban dang dung bién phap tranh thai

y &\
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hormon va ban thiy c6 su thay d6i chu ky kinh nguyét, nhu chay méu hodc ndi ddm qua muc
giita cac chu ky kinh nguyét, ban nén thong béo bac sy vi déy c6 thé 1a déu hiéu lamotrigin anh
hudng dén tac dung cta bién phép tranh thai.

Stz dung lamotrigin vdi thiec dn va d6 udng

Ban c6 thé dung thuéc cung hoac khong cung véi thic an.

9. Cin lam gi khi mgt lin quén khong dung thudc?

Néu ban quén ding mot lidu, khong ding gp ddi liéu dé bu lai cho lidu da quén. Dung lidu tiép
theo nhu binh thuong. ) o )

Néu ban quén dung nhiéu liéu lamotrigin, ban nén hoi y kién béac sy dé biét cach dung thudc trd
lai.

10. Néu ban mudn ngirng thudc

Ban can phai dung thudc cho dén khi béc s§ bao ngimg.

Néu ban c6 cau hoi gi thém, hay hoi y kién bac s§ hodc dugc s§.

11. Cén bio quin thuéc nay nhw thé nao?

Giir thqéc trong bao bi gbc cia nha san xuét, day kin.

bé thudc noi khd rdo, tranh anh sang, nhiét d6 khong quéa 30°C, va ngoai tam vdi cua tre em.
Khong sir dung thudc sau ngay hét han ghi trén bao bi (hop va vi thudc).

12. Nhirng dAu hiéu va tri¢u chirng khi dung thudc qua lidu

Dung thudc chinh x4c nhu huéng dan cua béac s¥. Néu ban dung qua liéu hodc tré em nudt phai .
thudc, lién hé ngay véi bac sy va trung tdm y t€ gan nhat. Khi dung qua liéu ban cé thé gap )
nhimg tac dung khong mong mudn nghiém trong, c6 thé gay tir vong. Céc tri¢u chimg ban c6
thé gap bao gdm:

- Chuyén‘ dong n’hanh,lkh(‘)ng kiém soét ciia mét (rung gidt nhén cau). o
—  Vung vé va thicu phoi hop van dong, anh-huong den thang bang (mat diéu hoa). [
—  Thay d6i nhip tim (duoc phét hién trén dién tdm do.

- Mity thirc, dong kinh (co giét) hodc ngét xiu. ¥
13. Can phai lam gi khi ding thudc qua4 licu khuyén cdo?

Ngung dung thube va lién lac ngay v6i bac s§ hodc trung tim y té gén’nhét.

Mang theo vién thudc cung v6i bao bi dé béac s§ bi€t ban da uong thudc gi va c6 bién phap xu ly
kip thoi.

14. Nhirng diéu cin than trong khi dung thudc nay

€ No=i¢rpgt

Trudc khi dung thuéc nay, théng bdo cho bdc sy néu ban dang cé cdc vén dé vé sirc khde sau

day:

—  Néu ban c6 vén dé vé than.

—  Néu ban ting bi phat ban sau khi dung lamotrigin hogc cac thube diéu tri rbi loan ludng cuc
ho#ic dong kinh khéc. )

—  Néu ban tumng bi viém mang ndo sau khi dung lamotrigin.

—  Néu ban dang dung thudc c6 chita lamotrigin.

Néu ban gip céc vén dé trén, ban nén thdng bao cho bac s§ biét vi c6 thé lamotrigin khong phu

hop cho ban.

Théng tin vé cdc phan ing c6 thé de doa tinh mang

Mt s6 it bénh nhan ding lamotrigin ¢6 thé bi phan img di ing hodc phan (mg da ¢6 thé de doa

tinh mang, ¢ thé tién trién dén nhing bién ching nghiém trong hon néu khong duogc chira tri.

Nhitng phan (rng nay bao gdm hoi chung Stevens-Johnson, hoai tur biéu bi nhiém ddc va phan

tmg do thudc kém ting bach cAu 4i toan va triéu chimg toan than. Ban can biét nhimng triéu Kk/

chimg nay dé cén than khi dung lamotrigin.
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Y nght tw lam hai ban thdn hodc tw tir ‘
Thudc chéng dong kinh dugc sir dung dé didu tri nhiéu tinh trang khac nhau bao gom dong kinh
va rbi loan ludng cuc. Bénh nhén bi ri loan ludmg cuc d6i khi c6 y nghi tur lam hai ban than
hoac tu tur. Néu ban bi rdi loan ludng cuc, ban thuong c6 suy nghi nhu vay:

—  Khi ban mdi bt dau diéu tri. ,

_  Néu ban timg c6 y nghi tu 1am hai ban than hodc ty tir.

—  Néu ban duéi 25 tubi.

Néu ban ¢6 suy nghi hodc cam giac budn phién, hogc ban cam thdy triéu chimg t& hon hodc c6
triéu chimg khi dung lamotrigin, ban nén dén gap bac s§ cang sém cang t6t dé duoc giup d.
Ban nén thong bao cho gia dinh, nguoi chdm séc hodc ban than réng ban bi ¢6 thé bi trdm cam
hodc thay dbi cam xtc dang ké, va nho ho doc to huéng dan sir dung cling nhu cho ban biét néu
ho thdy lo lang vé tinh trang trAm cam hodc thay d6i hanh vi ctia ban.

M5t s6 it bénh nhan dung thuéc chdng dong kinh nhu lamotrigin cling ¢ suy nghi ty 1am hai
ban than hodc tu tir. Néu ban c6 nhitng suy nghi nhu vay hay dén gap bac sy ngay.

Néu ban diing lamotrigin d@é diéu tri dong kinh

Tinh trang co giat trong mot s6 dang dong kinh c6 thé nang hon hogc xay ra thuong xuyén hon
khi ban dung lamotrigin. Mgt sb6 bénh nhan co6 thé bi co git ning, dan dén cac vén dé strc khoe
nghiém trong. Néu ban bi co giat thuong xuyén hon hogc co giat nang hon khi dung lamotrigin,
ban nén dén gap béc s§ cang som cang t6t. .

Thudc c6 chira lactose, thdng bao cho bac s§ néu ban di timg dugc cho biét khong dung nap v6i
bét ctr loai dudng nao. :

Thudc c6 chira polysorbat 80 c6 thé gay di img.

Diing thudc cho tré em

Khong nén dung thudc cho tré em dudi 18 tudi dé didu tri ri loan ludng cyc. Thude chong trAm
cam va cac bénh tdm than khéc c6 thé 1am ting nguy co y nghi hodc hanh vi ty tir & tré em va
thanh thiéu nién duéi 18 tudi.

Phu nit mang thai hodc cho con bu

Phu nit mang thai

Néu ban dang mang thai, nghi ban ¢ thé mang thai hodc c6 y dinh mang thai, ban nén hdi y
kién bac s§ hodic dugc s§ trude khi dung thude.

Ban khong nén ngung thubc ma khong hoi ¥ kién béc s§. Pidu nay dic biét quan trong néu ban
bi dong kinh.

Mang thai c6 thé 1am thay dbi hiéu qua cua lamotrigin, vi vdy ban c6 thé can duge xét nghiém
méu va thay di liéu lamotrigin.

Co su tang nguy co khuyét tat bdm sinh nho, bao gdm sut mdi hodc hd ham éch néu ngudi me
dung lamotrigin dugc dung trong 3 thang dAu thai ky.

Béac s§ co thé khuyén ban dung b sung acid folic néu ban cé y dinh mang thai va néu ban dang
mang thai.

Phu nit cho con bu

Néu ban dang cho con bd hodc cé y dinh cho con bu, ban nén hoi y kién bac sy hodc dugc s§
truéc khi dung thude. Lamotrigin ¢6 thé tiét qua sita va co thé anh hudng dén con cuia ban. Bac
sy s& cho ban biét nguy co va loi ich cua viéc cho con b khi dang dung lamotrigin va s& kiém
tra con ban thuong xuyén néu ban quyét dinh cho con bu.

Ldi xe va vdn hanh mdy moc

Lamotrigin c6 thé gy nhin d6i va chong mat. Khong 14i xe hodc vén hanh may mdc trir khi ban
chéc chan 1a khong bi anh hudng.

Néu ban bi dong kinh, hoi y kién bac sy vé viéc lai xe hodc van hanh may méc.

15. Khi niio cAn tham vén béc sy, dwgc sj?
Néu can thém thong tin xin hoi y kién bac sy hodc dugc s¥. \\/

16. Han dung cua thudc: 36 thang ké tir ngay san Xudt.
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PHAN 2. HUGNG DAN SU DUNG THUOC CHO CANBQ Y TE
1. DUQC LUC HQC

Ma ATC: NO3AXO09.

Nhém dwge ly: Thubc chéng dong kinh.

Lamotrigin la thudc chdng co giat thong qua co ché chen kénh natri. Thuéc ngan chin sy din
truyén noron va e ché su giai phong glutamat (chét dan truyén than kinh giit vai tro quyét dinh
trong khoi phéat con dong kinh).

Co ché vi sao lamotrigin c6 tac dung trong rdi loan ludng cuc chua duge biét r6.

2. DUGC PONG HQC

Hap thu

Lamotrigin hap thu nhanh va hoan toan tir rugt va khong bi hi€u img vuot qua 1an d4u. Nong do
dinh trong huyét tuong dat dugc 2,5 gid sau khi uéng thudc. Thoi gian dat ndng do dinh c6 thé
kéo dai do anh hudng cuia thuc dn nhung luong hap thu khong bi anh huong.

Phdn bé

Gén két v6i protein huyét twong khoang 55%; rat hiém giip truong hop gdy ddc tinh khi thudc bi
d4y ra khoi protein huyét twong. Thé tich phan bb 0,92 - 1,22 L/ kg.

Chuyén héa

Enzym chiu trach nhiém chuyén hoa lamotrigin 1a UDP-glucuronyl transferase. Lamotrigin cam
tmg chuyén héa ctia chinh n6 dén mot mic d6 nao d6 phu thude vao liéu. Tuy nhién, khong c6
bang chimg nao cho thdy lamotrigin gdy anh hudng dén dugc dong cla thude khac va tai lidu
cho thdy gan nhu khong cé tuong tac ndo xay ra gifra lamotrigin va cac thuéc chuyén héa qua
enzym cytochrom P450.

Thai trie

D§ thanh thai huyét twong biéu kién & ngudi binh thudong 1a 30 mL/ phut. Lamotrigin duoc dao
thai dudi dang chét chuyén hoa lién hop glucuronic trong nudéc tiéu. Dudi 10% duge dao thai
dudi dang khong dbi trong nuéc tiéu. Chi khoang 2% lamotrigin dugc dao thai qua phan. B
thanh thai va thoi gian ban thai ctia thubc khong phu thuc vao lidu. Thoi gian bén thi biéu kién
ctia thudc duge ude tinh khoang 33 gid (tir 14 dén 103 gi®). Thoi gian ban thai cua lamotrigin bi
anh huong nhiéu boi cac thudc sir dung chung.

3. CHI PINH

Pong kinh

Nguoi 16n va tré em trén 13 tudi

— Don tri hay phdi hop trong diu tri dong kinh cuc b hodc toan thé, bao gdm co cimg - co giét.

— Dong kinh c6 lién quan dén hoi ching Lennox-Gaustaut. Lamotrigin dugc st dung trong diéu
tri phdi hop nhung c6 thé stir dung 1a thubc chéng dong kinh ban d4u trong hoi chung
Lennox-Gaustaut.

Tré em tir 2 dén 12 tuéi

— Phéi hop trong diéu tri dong kinh cuc b hay toan thé, bao gdém co cimg - co giat va co giat
do hoi chitng Lennox-Gaustaut.

— Don tri dong kinh con ving y thiec.

R6i loan lwdmg cwe =

Ngueoi lon trén 18 tuéi

— Phong ngtra giai doan trdm cam & bénh nhén rdi loan ludng cuc chu yéu trai qua giai doan
trAm cam.

— Lamotrigin khong dugc chi dinh cho diéu tri cp tinh giai doan hung phén hay trdm cam.

4. LIEU DUNG - CACH DUNG V/

Tai st dung lamotrigin
Béc si ké don nén cin nhic ting dén liéu duy tri cua lamotrigin khi bt dau diéu tri lai véi
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lamotrigin sau khi bénh nhan ngung sir dung thudc vi bét ki 1y do nao, vi nguy co ndi ban
nghiém trong khi st dung lidu cao ban ddu va vuot qua lidu dugc chi dinh cla lamotrigin.

Khoang cach so véi liéu trude cang xa thi cang nén cn nhic tang dén 1iéu duy tri ctia lamotrigin.

Khi thoi gian ngung str dung lamotrigin vuot qua 5 1an thoi gian ban thai cua thudc, lamotrigin
nén dugc tang dén liéu duy tri theo lich phu hop.

Khong khuyén cdo sir dung lai lamotrlgm khi truéc d6 bénh nhan bi ban da do dung lamotrigin
trir khi nguy co khong dang ké so véi loi ich cua thube.

Pong kinh

Khi céc thudc chéng dong kinh/ thuoc khac dugc thém vao hodc ngung sir dung trong qua trinh
diéu tri v6i lamotrigin, cin nhic vé tac dong cua céc thudc nay dén dugc dong hoc cla
lamotrigin.

Nguoi lom va tré em tir 13 tuéi tré lén.

Tuin 1 +2 Tuén 3 + 4 Liéu duy tri thong thuwong
Don tri:
: 100 - 200 mg/ ngay (chia 1 - 2 1an/ nga
25 mg/ ngay 50 mg/ ngay , e neay ( 1)
N . N . Khoang tang liéu t6i da 50 - 100 mg moi 1 - 2 tuan.
(1 lan/ ngay) (1 lan/ ngay)

Liéu duy tri tdi da 500 mg/ ngay.

Piéu tri phéi hop véi valproat (chét wtc ché glucuronic héa lamotrigin):

12,5 mg/ ngay 55 . . . . .
mg/ ngay ) 100 - 200 mg/ ngay (chia 2 lan/ ngay)

(25 mg mbi 2 A 5 2 oL oK x. A
(1 lan/ ngay) Khoang téng li€u toi da 25 - 50 mg moi 1 - 2 tuén.

ngay)

Pidu tri ph(‘)i hgp khong cé valproat nhung cé cac chit cam Wng qua trinh glucuronic

héa lamotrigin:

200 - 400 mg/ ngay (chia 1 - 2 14n/ ngay)

50 mg/ nga 100 mg/ nga N N s
sl g/ ngay Khodng tang lidu t5i da 100 mg m&i 1 - 2 tudn.

(1 lan/ ngay) (chia 2 1an/ ngay)

Liéu duy tri tdi da 700 mg/ ngay.

Pidu tri phdi hop khéng cé valproat va chit cam #ng qua trinh glucuronic héa
lamotrigin (Phenytoin, carbamazepin, phenobarbital, primidon, rifampicin, lopinavir/

ritonavir):

50 mg/ ngay 100 mg/ ngay 100 - 200 mg/ ngay (chia 1 - 2 1an/ ngay)
(1 1an/ ngay) (chia 2 14n/ ngay) | Khoang tang liéu t6i da 50 - 100 mg mbi 1 - 2 tuan.

Piéu tri phéi hop véi chit khong rd cé tiro’ng tac dwgc dong voi lamotrigin hay khong:

Chinh lidu twong tu phac dd diéu trj phbi hop cé valproat.

Tré em tir 2 @én 12 tudi - Phdc db diéu tri khuyén cdo cho bénh dong kinh

Tuén1+2 Tuén 3 + 4 Liéu duy tri thong thuong
Pon tri:
1 - 15 mg/ ngay (chia 1 - 2 1an/ nga
| o6mgkgngy | L mEnEN e
0,3 mg/ kg/ ngay i " Khoang tang liéu toi da 0,6 mg/ kg/ ngay moi 1 - 2
" . (chia 1 -2 lan/ %
(1 -2 lan/ ngay) tuan.

ngay)

Liéu duy tri tdi da 12 200 mg/ ngay.

v/
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Diéu tri phéi hop véi valproat (chit irc ché glucuronic héa lamotrigin):

1 - 5 mg/ ngay (chia 1 - 2 14n/ ngay)

0,15 mg/ kg/ ngay | 0,3 mg/ kg/ ngdy | Khoang tang lidu t6i da 0,3 mg/ kg/ ngay mdi 1 - 2
(1 1an/ ngay) (1 14n/ ngay) tun

Liéu duy tri t6i da 1a 200 mg/ ngay.

Didu tri phdi hop khong cé valproat nhung c6 cic chéit cam @ng qua trinh glucuronic

héa lamotrigin:

5 - 15 mg/ kg/ ngay (chia 1 - 2 14n/ ngay)

0,6 mg/ kg/ ngay 1,2 mg/ kg/ ngay | Khoang tang lidu tdi da 1,2 mg/ kg/ ngay mdi 1 - 2
(chia 2 14n/ ngay) (2 1an/ ngay) tuln

Liéu duy tri toi da 12 400 mg/ ngay.

Piéu tri phf)i hop khong cé valproat va chit cam iWng quéd trinh glucuronic héa
lamotrigin (Phenytoin, carbamazepin, phenobarbital, primidon, rifampicin, lopinavir/

ritonavir):

1 - 10 mg/ kg/ ngay (chia 1 - 2 1an/ ngay)

0,3 mg/ kg/ ngay 0,6 mg/ kg/ ngay | Khoang tang lidu tbi da 0,6 mg/ kg/ ngdy mdi 1 - 2
(1-214n/ngay) | (1-21an/ ngay) tuin

Liéu duy tri t6i da 1a 200 mg/ ngay.

Piéu tri phoi hop véi chit khong rd cé twong tic dwge dong véi lamotrigin hay khé

Chinh liéu tuong tu phac dd didu tri phéi hop c6 valproat. {;
bé dam bao hiéu qua dleu tri nén theo doi can nang cua tré va chinh liéu theo can ning. Bé
nhén tudi tir 2 dén 6 tudi, nén chon liéu duy tri 1a gi6i han trén cta liéu khuyén cao. }

Néu dong kinh c6 "thé kiém soat véi phac db diéu tri phéi hop, c6 thé ngung thudc chéng d
kinh va bat dau don tri bang lamotrigin.

Tré em dudi 2 tudi

Dit liéu vé hidu qua va an toan cua lamotrigin trong phdi hop diéu tri dong kinh cuc b & tré em
tr 1 thang dén 2 tudi con han ché. Khéng c6 dir liéu & tré em dudi 1 thang tudi. Do d6
lamotrlgm khong nén st dung cho tré em dudi 2 tudi.

Réi loan ludng cye -

Vi nguy co noi ban khong nén sir dung qua liéu dwoc chi dinh.

Newdi 16m trén 18 tudi - mikc tang liéu khuyén cdo dé dat lidu duy tri trong diéu tri réi loan

lwdng cuec.

Tuén 1 +2 Tuéin 3 +4 Tuin 5 Li2u én dinh muc tiéu (tuin 6)"

+ Pon tri hodc phéi hop khéong c6 valproat va chit cam wng hoic tre ché glucuronic héa

lamotrigin:
25 mg/ ngay 50 mg/ ngay 100 mg/ ngay 200 mg/ ngay - lidu muc tiéu thong
(1 lan/ ngay) (chia 1 - 2 1an/ | (chia 1 - 2 lan/ | thudng. (chia 1 - 2 lan/ ngay)

ngay) ngay) Khoang liéu 100 - 400 mg/ ngay su
dung trong thir nghiém lam sang. |
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+ Diéu tri phdi hop véi valproat (chat vrc ché qua trinh glucuronic héa lamotrigin):

12,5 mg/ ngdy | 25 mg/ ngay 50 mg/ ngay 100 mg/ ngay - lidu muc tiéu thong

(25 mg dung | (1 1an/ ngay) (chia 1 - 2 lan/ | thuong.

cach ngay) ngay) Lidu t6i da 200 mg/ ngay co thé st
dung dya trén dap ing lam sang.

+ Piéu tri phm h(rp khéng c6 valproat nhung co6 cac chit cim ng qud trinh glucuronic

héa lamotrigin (Phenytom, carbamazepin, phenobarbital, primidon, rifampicin, lopinavir/

ritonavir):

50 mg/ ngay 100 mg/ ngay 200 mg/ ngay 300 mg/ ngay trong tuln thu 6, néu
(1 lan/ ngay) (chia 2 lan/ ngay) | (chia?2 1an/ ngay) can. ting dén lidu muc tiéu thong
thuong 400 mg/ ngay & tudn tha 7
(chia 2 14n/ ngay).

+ Didu tri phdi hop véi chit khéng rd c6 twong tic dwgc dong véi lamotrigin hay khong:
Chinh lidu twong tu phac db diu tri phdi hgp c6 valproat.

*Liéu 6n dinh muc tiéu s€ khac nhau tuy theo dap img lam sang.
Ngu'm [6m trén 18 tudi - Hzeu chinh liéu on dinh duy tri hang ngay sau khi ngung si dung cdc
thuée khdc frong diéu tri roi loan ludng cuec.
Khi dat lidu 6n dlnh duy tri hang ngay, co thé ngung str dung céc thudc khéc theo liéu trinh dudi

day

Tuén 1 (bit diu sau
khi ngung thudc Tuén 2 Tuin 3 tré di*
Kkhac) '

Liéu 6n dinh duy tri

lamotrigin hién tai

+ Ngung sir dung valproat (tang gip doi lidu hién tai, khong vuet qua 100 mg/tuén)

Duy tri liéu nay (200 ;
100 mg/ ngay 200 mg/ ngay uy tr lidu nay (200 mg/ ngay)

(chia 2 1an/ ngay)
Duy tri liu na
200 mg/ ngdy 300 mg/ ngdy 400 mg/ ngay s Aiaiad
(400 mg/ ngay)

+ Ngung sir dung cac chit cam ng qud trinh glucuronic héa lamotrigin (Phenytoin,

carbamazepin, phenobarbital, primidon, rifampicin, lopinavir/ ritonavir

400 mg/ ngay- 400 mg/ ngay 300 mg/ ngay 200 mg/ ngay
300 mg/ ngay 300 mg/ ngay 225 mg/ ngay 150 mg/ ngay
200 mg/ ngay 200 mg/ ngay 150 mg/ ngay 100 mg/ ngay

+ Ngung sir dung cic thudc khong trc ché hodc cam ng dang ké qua trinh glucuronic héa

lamotrigin

Duy tri lidu muc tiéu dat duoc (200 mg/ ngay; chia lam 2 14n) (khoang liéu 100 - 400 mg/ ngay)

+ Diéu tri phoi hop véi chit khong rd c6 twong tic dwoc dgng véi lamotrigin hay khong:
Duy tri liéu lamotrigin hién tai va hi¢u chinh liéu theo d4p ung 1am sang.
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*C6 thé tang lidu 1én 400 mg/ ngdy néu cén. o
Newoi 6n trén 18 tudi - hiéu chinh liéu lamotrigin hang ngay sau khi s dung thém thuoc diéu
tri réi loan lwdng cuc khdc.

Khong c6 kinh nghiém ldm sang trong viéc hiéu chinh lidu hang ngay lamotrigin sau khi sir
dung thém thudc khéc. Tuy nhién, dua trén nghién ctru cac thudc khéc, c6 thé sir dung nhu sau:

A R a4 Tuén 1 (bit dau sau
Li€u on dinh

o Kkhi thém thudc Tuin 2 Tuén 3 tré di
lamotrigin hién tai i
khic)
+ St dung thém valproat
200 mg/ ngay 100 mg/ ngay Duy tri liéu nay (100 mg/ ngay)
300 mg/ ngay 150 mg/ ngay Duy tri liéu nay (150 mg/ ngay)
400 mg/ ngay 200 mg/ ngay Duy tri liéu nay (200 mg/ ngay)

+ St dung thém cic chit cam ing qua trinh glucuronic héa lamotrigin (Phenytoin,
carbamazepin, phenobarbital, primidon, rifampicin, lopinavir/ ritonavir) ¢ bénh nhan

khong sir dung valproat

200 mg/ ngay 200 mg/ ngay 300 mg/ ngay 400 mg/ ngay
150 mg/ ngay 150 mg/ ngay 225 mg/ ngay 300 mg/ ngay
100 mg/ ngay 100 mg/ ngay 150 mg/ ngay 200 mg/ ngay

+ Sir dung thém céc thubc e ché hodic cim ng khong ding ké qua trinh glucuronic héa

lamotrigin

Duy tri liéu muc tiéu dat dugc ( 200 mg/ ngay; khoang lidu 100 - 400 mg/ ngay)

+ Diéu tri phdi hop véi chat khong ré cé twong tac dwgc ddng véi lamotrigin hay khéong:

Chinh lidu twong tu phéc d6 diéu tri phdi hop c6 valproat.

Nguwng sit dung lamotrigin & bénh nhdn bi réi loan luéng cuc: Trong thir nghiém lam sang, tin
suat, mirc 6 nghiém trong hodc loai tic dung khong mong mudn khong tang 1én sau khi nglmg
lamotrigin so v6i gia duge. Do dé, bénh nhan c6 thé ngimg lamotrigin ma khdng cén giam liéu.
Tré em dudi 18 tudi: Lamotrigin khong dugc khuyén cdo sir dung cho tré em dudi 18 tudi do
thidu dit liéu vé an toan va hiéu qua.

Poi twong dic biét

Phu nit dimg thudc trdnh thai: C6 thé 1am ting do thanh thai cia lamotrigin khoang 2 lan, dén
dén giam ndng do lamotrigin. Cén tang liéu lamotrigin 1én gép 2 1an. Trong tudn khong st dung
thudc tranh thai, ndng do lamotrigin ting gap 2 lan, lam ting nguy co gdy ra tac dung khong
mong mubn phu thudc lidu. Do d6, can nhic sir dung thudc trénh thai khéng c6 tudn nghi (vi du:
vi du thudc tranh thai hormon st dung lién tuc hodc sir dung phuong phdp trdnh thai khong
hormon).

Bdt ddu sie dung thudc trdnh thai hormon & bénh nhdn dang st dung én_dinh _lamotrigin va
khong sit dung chdt cam vmg qud trinh glucuronic héa lamotrigin: Liéu duy tri lamotrigin trong
hau hét cac truong hop déu can phai ting lén 2 Jan. Khi bit ddu str dung thudc tranh thai hormon,
tang lidu lamotrigin 50 - 100 mg/tudn theo dép tmg l4m sang. Po nong d6 lamotrigin huyét
thanh truéc va sau khi sir dung thudc tréanh thai hormon d& dam bao ndng d6 lamotrigin dugc
duy tri. Diéu chinh liu lamotrigin néu can. Déi voi phu nit sit dung thudc tranh thai hormon c6
1 tudn nghi, néng_ d6 lamotrigin huyét thanh nén dugc do trong tudn thit 3 ¢ sir dung thube
tranh thai, vi du ngay 15 - 21 chu ky sur dung thudc. Can nhéc st dung thudc tranh thai khong c6
tuan nghi.

v
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Neung st dung thudc trdnh thai hormon & bénh nhdn dang su dung 6n_dinh lamotrigin va
khéng sit dung chdt cam g qud trinh glucuronic héa lamotrigin: Liu duy tri lamotrigin & hau
hét céc trudng hop can giam 50%. Nén giam dén liéu lamotrigin 50 - 100 mg/tudn (ti 1¢ khong
vuot qua 25% téng lidu trong tudn) trong vong 3 tuan, trir khi c6 chi dinh 1dm sang nao khéc. Po
ndng d lamotrigin huyét thanh truéc va sau khi sir dung thudc tranh thai hormon dé dam bao
ndng do lamotrigin dugc duy tri. O phu nit mudn ngung st dung thudc tranh thai hormon c6 1
tuan nghi, ndng d6 lamotrigin huyét thanh nén duge do trong tuan thi 3 diéu tri tich cuc, vi du
ngay 15 - 21 chu ky sir dung thudc. Khong nén ldy mau xét nghiém ndng d6 lamotrigin trong
vong 1 tudn dau sau khi ngung thude.

Bt ddu sir dung lamotrigin & bénh nhdn dang s dung thuéc trénh thai hormon: Hiéu chinh
lidu theo liéu khuyén cdo thong thudng trong t huéng dan sir dung nay.

Bét ddu hodc newung st dung thudc trdnh thai hormon & bénh nhdn dang su dung 6n_dinh
lamotrigin va chdt cam umg qud trinh glucuronic hda lamotrigin: Khong yéu cdu diéu chinh dén
liéu duy tri khuyén cdo cua lamotrigin.

Str dung vdi atazanavir/ ritonavir: Khong cin didu chinh liéu khi dung thém lamotrigin & bénh
nhan dang dung atazanavir/ ritonavir.

5 bénh nhan dang ding lamotrigin lidu duy tri va khong ding chat cam ung qua trinh
glucuronic héa, ¢c6 thé ting lidu lamotrigin khi dung thém atazanavir/ ritonavir, hogc giam liéu
néu ngung st dung atazanavir/ ritonavir. Kiém soat ndng d6 lamotrigin huyét twong truéc va
trong 2 tuan sau khi bat ddu sir dung hoic ngung atazanavir/ ritonavir dé danh gia viéc diéu
chinh liéu lamotrigin c6 thét sy can thiét. -

Stz dung véi lopinavir/ ritonavir: Tuong ty nhu véi atazanavir/ ritonavir.

Newdi cao tudi (> 65 tuéi): Khong can hiéu chinh lidu. N
Suy thdn. Thén trong khi str dung lamotrigin cho bénh nhan suy than. O bénh nhén suy than giai
doan cuoi, lidu khoi dau lamotrigin nén dua trén cac thudc bénh nhan dang sir dung; giam lidu
duy tri c6 thé hiéu qua & bénh nhén giam chirc nang than nang.

Suy gan: Ban dau, khoang tang liéu va lidu duy tri nén giam xudng 50% & bénh nhan suy gan -
trung binh (Child-Pugh B) va 75% & bénh nhén suy gan ning (Child-Pugh C). Khoang ting lidu 8
va liéu duy tri nén dugc diéu chinh theo d4p Uimg lam sang.

5. CHONG CHI PINH
M3n cam véi lamotrigin hoac véi bat ky thanh phan nao cta thude.
6. CAC TRUONG HOP THAN TRONG KHI DUNG THUOC @

Ban da

P c6 bao céo phan ung trén da nghiém trong, thuong xay ra trong 8 tudn dAu tién didu tri véi
lamotrigin. Pa sb ban da nhe va tur khoi, tuy nhién ban da nghiém trong can nhap vién va ngung

str dung lamotrigin cling dd dugc bao céo. Cac ban da c6 kha ning de doa dén tinh mang nhu "
hoi ching Steven-Johnson (SJS), hoai tir thugng bi nhiém ddc (TEN) va phét ban do thubc keém

theo tang bach ciu wa acid va nhimg triéu chimg toan than (DRESS), hay goi chung la hoi
chimg qué man (HSS).

Ban da nghiém trong xay ra ¢ tré em nhiéu hon ngudi 16n. O tré em, triéu ching ctia ban da c6

thé nhdm 14n véi nhiém tring, bac si nén can nhic kha ning giy ra ban da va st trong 8 tudn

dau str dung lamotrigin.

Ngoai ra, nguy co ban da tuong quan nhiéu véi:

- Lidu khéi dAu cao va khoang ting lidu lamotrigin vuot qué khuyén céo.

- Str dung chung véi valproat.

Thén trong & bénh nhéan cé tién sir di tmg hay ban da véi cac thubc khac vi kha ning bi ban da
khong nghiém trong & cac bénh nhan ndy sau khi diéu tri véi lamotrigin tang gép 3 lan.

T4t ca bénh nhan (ngudi 16n va tré em) bi ban da nén dugc danh gia tinh trang ngay va ngung ‘(/

fh 2.

thudc trir khi ban da khong do lamotrigin. Khong nén bt dau diéu tri lai voi lamotrigin & bénh
nhan da ting ngung lamotrigin do ban da trir khi loi ich vuot troi so voi nguy co. Neu bénh
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nhan bi SJS, TEN hoac DRESS khi sir dung lamotrlgln khéng duoc diéu tri lai véi lamotrigin.
Ban da la mdt phan cia hoi ching qua man di kém voi céc triéu ching toan thé khac bao gdbm
st, sung hach lympho, phu mit, bt thuong huyet hoc va gan, viém ndo vd khudn. Hoi chimg
biéu hién & nhiéu mirc d va c6 thé, hiém khi, din den dong méu ndi mach lan toa va suy da co
quan. Chu y ghi nhén cic biéu hién sém cla qua man (vi du s6t, sung hach lympho) mac du
chua xudt hién ban da. Néu cac déu hiéu va triéu chung nay xuét hién, bénh nhan nén dugc danh
gid tinh trang ngay va ngung lamotrigin néu khong tim ra dugc nguyén nhan.

Viém néo vo khuén bién mat khi ngung thudc trong hau hét cac truomg hop, nhung tai lai trong
mot sd truong hop sir dung lai lamotrigin. St dung lai lamotrigin lam céc tri¢u ching xuét hién
lai nhanh va thuong nghiém trong hon. Khong nén diéu tri lai lamotrigin & bénh nhan da ngung
thude do viém ndo v khuén do sir dung lamotrigin.

Lam x4u di tinh trang 1dm sang va nguy co ty tir

Y nghi va hanh vi ty tr ¢4 duge bao cdo ¢ bénh nhén didu tri voi thude véi cac chi dinh khéc
nhau. Sir dung thudc c6 nguy co 1am tang nhe y nghi va hanh vi tu tir. Co ché van chua 16 va
khong ngoa1 trir kha néng do lamotrigin. Do d6, bénh nhan nén dugc kiém soat déu hidu y nghi
va hanh vi tu tir va diéu tri thich hop. Bénh nhén (va ngudi cham séc bénh nhan) nén tim tu van
y té khi d4u hiéu ctia y nght hoac hanh vi tu tir xudt hién.

& bénh nhén bi rdi loan ludng cyc, lam xéu di cac triéu chung trim cam va/ hodc tu tir c6 thé
xay ra khi c6 hodc khong dung thuc diéu tri ri loan ludng cuc, bao gdm lamotrigin. Do d6
bénh nhan sur dung lamotrlgln dé diéu tri rdi loan ludng cuc nén duogc theo ddi chat ché tinh
trang 1am sang (bao gom su xuét hién céc triéu chitng méi) va ty tir, ddc biét khi bat dau didu tri,
hodc thay ddi lidu. Nhitng nguoi da timg ¢4 hanh vi va y nghi tu tir, nguoi tré tudi va bénh nhan
biéu hién nhiéu y nghi tu tir trudc khi bit diu diéu tri, c6 nguy co cao hon va nén dugce theo dai
chat ché trong sudt qua trinh diéu tri.

Cén nhic thay aoi phac ) dleu tri, bao gdm kha ning ngung thubc & bénh nhan ¢6 tinh trang
lam sang xau di (bao gom su xuét hién céc triéu chimg maéi) va/hodc xudt hién y nghi/hanh vi tu
tir, diic biét néu triéu chimg nghiém trong, dot ngdt khai phat, hodc khong thude cac triéu chimg
hién c6 cua bénh nhan.

Thuéc tranh thai hormon

Tdc dong cia thudc trdnh thai hormon trén hiéu qud lamotrigin: St dung phdi hop
ethmyloestradlol/levonorgestrel (30 pg/150 p.g) lam tdng d6 thanh thai cua lamotrigin khoang 2
lan, 1am giam nong d lamotrigin din dén mét kiém soét ching co giat. Sau khi hiéu chinh liéu,
liéu duy tri lamotrlgln nén tang lén (khoang 2 14n) trong hau hét c4c truomg hop dé dam bao hiéu
qua diéu tri t5i da. Khi ngimg thudc tranh thai hormon, d9 thanh thai lamotrigin giam mgt nura.
Nong d6 lamotrigin ting 1én lam ting tdc dung khong mong mudn phu thudc liéu.

O bénh nhan chua sir dung chat cam Ung qua trinh glucuronic va dang su dung thudc tranh thai
hormon bao gdm 1 tudn nghi, nong d6 lamotrigin s& tang dan trong tuan nghi. Sy thay d6i nong
d6 lamotrigin ¢ thé gy ra tac dung khong mong mudn. Do do, cén nhic sir dung thubc tranh
thai khong c6 tudn nghi (thuoc tranh thai hormon lién tuc hoac phuong phap khong hormon).
Tuong tac gilra cac thudc tranh thai dudong udng hay liéu phap thay thé hormon v&i lamotrigin
chua dugc nghién ciru du cac thudc nay anh hudéng dén dugc dong hoc lamotrigin twong tu nhau.
Tdc dong cua lamotrigin trén hidu qud thudc trdnh thai hormon: Khi sit dung lamotrigin véi
mdt thudc tranh thai hormon (phdi hop ethmyloestradlol/levonorgestrel) co sy gia tdng dang ké
d6 thanh thai va thay dbi FSH va LH huyét twong. Chua rd tc dong clia cac thay dbi nay trén su
rung trung. Tuy nhién, khong thé loai trir kha nang lam giam hiéu qua thudc tranh thai. Do do,
bénh nhin nén bao cdo ngay céc thay ddi vé kinh nguyét cho béc si, vi du rong kinh.
Dihydrofolat reductase

Lamotrigin uc ché nhe dihydrofolic acid reductase vi thé c6 kha ning anh hudng dén chuyen
héa folat trong qua trinh diéu tri lau dai. Tuy nhién, lamotrigin khong lam thay doi nong do
hemoglobin, thé tich trung binh hong cau, hoéc ndng do folat té bao hdng cau hodc huyét twong
sau 1 ndm ho#c ndng do folat té bao hong ciu sau 5 nam.

2
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Suy thin
Nghién ciru st dung don lidu & bénh nhan suy than giai doan cubi, ndng dd lamotrigin huyét

twong khong thay d6i dang ké. Tuy nhién, c6 su gia ting qué trinh glucuronic hoa; than trong
khi str dung cho bénh nhén suy than.

Tré em

Chua c6 dit lidu vé tac dong cua lamotrigin trén qua trinh sinh trudng, phat trién gidi tinh va
nhan thirc, cdm xuc va hanh vi & tré em.

Pong kinh

Nhu céc thudc khéc, ngung lamotngm dot ngdt co thé gy phan Ung nguoc. Trur truong hop lién
quan dén su an toan cla thudc (nhu ban da) thi phai ngimg ngay thudc.

Di ¢6 béo cdo co giat nghiém trong bao gom tinh trang dong kinh toan thé c6 thé din dén tiéu
co van, suy da co quan va dong mau ndi mach lan toa, doi khi dan dén tir vong. Cac ca tuong tu
cling xdy ra khi sir dung lamotrigin.

Tan suét co giat c6 thé tang lén thay vi cai thién trén 1am sang. O bénh nhan bi nhiéu hon mot
loai co giat, nén danh gia loi ich viéc kiém soat loai co gidt nay néu tinh trang cua loai co giat
khac ngay cang x4u di.

Dong kinh giat rung co cé thé nang hon khi sir dung lamotrigin.

Roi loan ludng cue

Tré em duoi 18 tuoz Diéu tri trdm cam lam tang nguy co'y nghi va hanh vi tu tir & tré em va
thanh thiéu nién bi réi loan trdm cam va c4c roi loan tim ly khac.

Thubc c6 chira lactose, bénh nhan méc bénh di truyén hiém gip khong dung nap galactose, thiéu
hut Lapp lactase hodc rdi loan hip thu glucose - galactose khong nén dung thudc nay.

Thudc c6 chira polysorbat 80 c6 thé gay di ung.

St dung cho phu nir ¢6 thai va cho con bu:

O phu nit dang diéu tri dong kinh, khong nén ngung thudc dot ngdt do c6 thé bi phan (g nguoc
va anh hudéng nghiém trong dén me va thai nhi. Nén sir dung don tri ngay khi c6 thé vi sir dung
nhiéu thude c6 thé din dén nguy co bét thuong bam sinh hon don tri.

Phu ni¥ co thai

Sir dung liéu thap nhét c6 hiéu qua diéu tri.

Do trc ché nhe dihydrofolic acid reductase nén c6 thé lam tang nguy co tén tuong co tim thai nhi.
Nén sir dung acid folic khi c6 y dinh mang thai va trong thai ki.

Nong d6 lamotrigin c6 thé giam trong thai ki, 1am giam hiéu qua kiém soét co giat. Sau khi sinh,
nong do lamotrigin tdng nhanh trd lai, ¢6 thé gdy ra tic dung khong mong muén. Theo ddi nong
d6 va tac dung khéng mong muén cta lamotrigin trudc, trong va sau khi mang thai.

Phu nix cho con bu

Lamotrigin qua dugc sita me, ndng do trong sita me c6 thé 1én dén 50% va c6 thé gdy ra tac
dung duge ly & tré. Can nhéc loi ich va nguy co khi st dung cho ba me dang cho con bu.

Kha ning sinh sdn

Thi nghiém trén dong vat khong cho thdy anh hudng dén qua trinh sinh san.

Anh huwéng cia thuoc trén kha nang l4i xe ya van hanh mdy méc

Vi dap ung cua moi ngudi voi thube chong dong kinh khac nhau, nén khuyén bénh nhan dung
lamotrigin thong béo cho bac s§ nhitng van dé gap phai khi 14i xe hodc van hanh mdy méc.

Chua cé nghién ciru anh huoéng cua thudc 1én kha nang lai xe hodc vdn hanh may moc.
Lamotrigin co thé gy cac tac dung khong mong mudn 1én hé than kinh nhu chéng mat va nhin
d6i nén can than trong khi dung thudc & bénh nhan 14i xe hodc van hanh may moéc.

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

Nghién ctru trong tac thudc chi dugc thuc hién trén ngudi 16n.

UDP-glucuronyl d& dugc xéc dinh la enzym chiu trach nhiém chuyén hoéa lamotrigin. Chua c6

bang ching lamotrlgm gdy cam ung hodc e ché dang ké trén 1am sang cac enzym chuyén héa
oxy hoa thudc, va thuong khong co6 tuong tac gilta lamotrigin va thudc chuyén héa béi enzym
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cytochrom P450. Lamotrigin ¢6 thé cam tmg chuyén héa ctia chinh né nhung tac dung it va
thuong khong anh huong déng ké trén 1Am sang.

Thubc e ché dang ké sur glucuronic héa lamotrigin: Valproat.

Thubc cam tmg dang ké su glucuronic héa lamotrigin: Phenytoin, carbamazepin, phenobarbital,
primidon, rifampicin, lopinavir/ ritonavir, phdi hop ethinyloestradiol/ levonorgestrel, atazanavir/
ritonavir.

Thudc khong tc ché hodc cim dang ké su glucuronic héa lamotrigin: Oxacarbazepin, felbamat,
gabapentin, levetiracetam, pregabalin, topiramat, zonisamid, lithi, bupropion, olanzapin,
aripiprazol.

Twong tdc lién quan dén cdc thudc chong dong kinh khdc

Valproat trc ché su glucuronic héa lamotrigin, lam giam chuyén héa lamotrigin va tang thoi gian
ban thai trung binh cua lamotrigin gn gép 2 lan. O bénh nhan dung chung lamotrigin va
valproat, nén dung phac dd diéu tri phu hop.

Mot sb thubc chéng dong kinh nhit dinh (nhu phenytoin, carbamazepin, phenobarbital va
primidon) cam mg cac enzym chuyén hoa thudc & gan, cam ung sy glucuronic hoa lamotrigin
va tang chuyén héa lamotrigin. O bénh nhan dung chung lamotrigin vé6i phenytoin,
carbamazepin, phenobarbital va primidon, nén dung phac dd diéu tri phi hop.

D4 c6 bao cdo bién ching trén hé than kinh ttung wong bao gdm chéng mit, mét diéu héa, nhin
d6i, nhin m& va budn noén & bénh nhén dung carbamazepin sau khi dung lamotrigin. Cac bién
chimg nay thuong khdi khi gidm lidu carbamazepin. Anh huéng twong tu cling dwoc thdy khi
nghién ciru ding chung lamotrigin va oxcarbazepin ¢ ngudi tinh nguyén khoe manh, nhung
chua c6 nghién ciru giam liéu.

D4 c6 béo céo giam ndng d6 lamotrigin khi dung chung lamotrigin véi oxcarbazepin. Tuy nhién,
trong mot nghién ctru tién ciru, oxcarbazepin 1200 mg va lamotrigin 200 mg khong lam thay d6i
chuyén héa ctia nhau. Vi viy & bénh nhén ding chung oxcarbazepin va lamotrigin, phac d6 diéu
tri hd tro voi lamotrigin khong kém valproat va khdng kem thudc cam ung glucuronic héa
lamotrigin nén dugc sir dung.

Trong nghién ciru & déi tugng khoe manh, sir dung chung lamotrigin (100 mg x 2 1an/ ngay) va
felbamat (1200 mg x 2 1an/ ngay) trong 10 ngay cho thiy khong c6 anh huéng trén dugce dong
hoc ctia lamotrigin.

Dua trén phan tich hdi ctru ndng d6 huyét trong & bénh nhan ding lamotrigin clng va khong
viing v&i gabapentin, gabapentin khong lam thay dbi @6 thanh thai biéu kién cta lamotrigin.

Kha ning tuong tic gilta lamotrigin va levetiracetam dugc danh gia dua trén ndng d huyét
thanh cuia ca hai thudc trong mét thir nghiém 1am sang. Thong tin cho thdy lamotrigin khong anh
hudng dén dugc dong hoc cua levetiracetam va nguoc lai.

Néng d6 ddy huyét twong & trang thai 6n dinh cua lamotrigin khong bi anh hudng khi dung
chung pregabalin (200 mg x 3 1an/ ngay). Khong c6 tuong tac dugc dong hoc gitra lamotrigin va
pregabalin.

Dung chung lamotrigin va topiramat khong lam thay d4i ndng @6 huyét twong lamotrigin.
Lamotrigin lam tang ndng do topiramat 15%.

Trong nghién ciru & bénh nhan dong kinh dung chung lamotrigin (150 - 500 mg/ ngay) va
zonisamid (200 - 400 mg/ ngay) trong 35 ngay, khong c6 anh huong dang ké trén dugc dong
hoc cta lamotrigin.

Mic du 6 su thay dbi ndng dd huyét twong cua céc thuéc chéng dong kinh khéc dugc bio céo,
nghién ctru cho thiy khong c6 bing chimg lamotrigin anh huong dén ndng d6 huyét tvong khi
dung chung. Bing ching tir thir nghiém in vitro cho thdy lamotrigin khong thay thé cac thubc
chéng dong kinh khac khoi vi tri gan két protein. _

Twong tdac lién quan dén thudc tic dpng trén tim thin khdc )

Duoc déng hoc cua lithi sau khi dung 2 g lithi gluconat khan 2 lan/ ngay trong 6 ngay khong bi
thay ddi khi dung chung véi lamotrigin 100 mg. o

Liéu lap lai bupropion duong udng khong anh hudng dang ké dén duge dong hoc cia lamotrigin
lidu don va chi lam ting nhe AUC cua lamotrigin glucuronid.
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Trong mdt nghién ciru & nguoi 16n khée manh, olanzapin 15 mg lam giam AUC va Cmax cua
lamotrigin tuong Ung trung binh 24% va 20%. Anh huéng nay thudng khong cé y nghia 1am
sang. Lamotrigin 200 mg khong anh huéng duoc dong hoc olanzapin.

Liéu lap lai lamotrigin 400 mg duong udéng khong anh hudng dang ké trén 14m sang dén duoc
dong hoc ciia lidu don risperidon 2 mg.

Trong nghién ciru & bénh nhin rbi loan ludng cuc dung lamotrigin (100 - 400 mg/ ngay), heu
aripiprazol dugc tang tir 10 mg/ ngay 1én lidu muc tiéu 30 mg/ ngay trong vong 7 ngay va tiép
tuc ding 1 1an/ ngdy trong 7 ngdy tiép theo. Cmax va AUC cua lamotrigin giam trung binh
khoang 10%. Anh hudng nay thuong khong gay héu qua 1am sang.

Thir nghiém in vitro cho thay sy hinh thanh chit chuyen hoéa chinh cua lamotrigin, 2-N-
glucuronic, bi wc ché t4i thidu khi dung <chung véi amitriptylin, bupropion, clonazepam,
haloperidol hodc lorazepam. Nhimg thir nghiém nay ciing cho thdy su chuyén hoa cua
lamotrigin thudng khong bi trc ché boi clozapin, fluoxetin, phenelzin, I'lSpCI'ldOl‘l sertralin hodc
trazodon. Thém vao do, nghlen ctru chuyén héa cua bufuralol sir dung vi lap thé gan ngudi cho
thdy lamotrigin khong lam giam do thanh thai ctia thudc chuyén hoa chii yéu béi CYP2D6.
Twong tdc lién quan dén thudc tranh thai hormon

Anh hudng cia thudc tranh théi hormon lén dugc dong hoc lamotrigin

Trong thtr nghiém st dung phbi hop thudc tranh thai dudng uong ethinylestradiol/
levonorgestrel 30 pg/ 150 pg, d thanh thai cla lamotrigin téng khoang 2 14n khi dung chung,
gay giam AUC va Cmax tuong {mg trung binh 52% va 39%. Nong do huyet thanh lamotrlgm tang
trong giai doan khong su dung thuoc tranh thai, véi ndng d6 cao gap khoang 2 lan so voi ndng
d6 khi diéu tri phdi hop. Khong can phai hiéu chinh huéng dan tang liu khuyén cao cho
lamotrigin dya trén viéc st dung thudc tranh thai hormon, nhung lidu duy tri lamotrigin can
dugc ting 1én hodc giam xudng trong héau hét truong hop khOl d4u hodc ngimg sir dung thube
tranh thai duong udng.

Anh huong cua lamotrigin lén dugc dong hoc thudc tranh thai hormon

Trong mdt nghién ctru, lidu & trang thai 6n dinh lamotrigin 300 mg khong anh huong dén dugc
dong hoc cua thanh phan ethinylestradiol cta thudc tranh thai dudng udng. Co sy ting nhe dd
thanh thai cta thanh phén levonorgestrel, gay giam AUC va Cmax levonorgestrel tuong ing 19%
va 12%. Kiém tra ndng do huyet thanh cua FSH, LH va estradiol cho thdy giam tac dung trc ché
hormon budng trang ¢ mot so phu nit, mdc du kiém tra ndng d6 progesteron huyét thanh cho
thdy khong c6 bang ching hormon ctia su rung trimg. Anh huéng cua su ting nhe do thanh thai
levonorgestrel, va thay d6i ndng d6 huyét thanh FSH va LH [én sy rung trimg con chua 15. Anh
hudéng cta lamotrigin liéu khong phai 300 mg/ ngay chua dugc nghién ciru va chua c6 nghién
ctru véi cac thude tranh thai hormon khéc.

Twong tdc lién quan dén cic thubc khdc

Rifampicin ting do thanh thai cua lamotrigin va giam thoi gian ban thai lamotrigin do cdm ung
cac enzym gan chiu trach nhiém cho qud trinh glucuronic hoa. & bénh nhan dung phdi hop
rifampicin va lamotrigin, nén dung phac d6 diéu tri phit hop.

Lopinavir/ ritonavir lam gidm nong do huyét twong lamotrlgm coOn mdt nura, do cam Ung su
glucuronic hoéa. O bénh nhan dung phdi hop lopinavir/ ritonavir va lamotrigin, nén ding phac do
diéu tri phit hop.

Atazanavir/ ritonavir (300 mg/ 100 mg) dung trong 9 ngay lam giam AUC huyét trong va Cmax
lamotrigin (liéu don 100 mg) twong Ung trung binh 32% va 6%. & bénh nhan ding phéi hop
atazanavir/ ritonavir va lamotrigin, nén dung phac 6 diéu tri phu hop.

Thong tin danh gia in vitro cho thdy lamotrigin 12 mot chat e ché OCT 2 & ndng d c6 tac dung
ldam sang, nhung chét chuyén héa N(2)- glucuronic khong ¢6 tinh chat nay. Sur dung chung
lamotrigin véi cac thubc thai trir qua than, 1a chit nén cia OCT 2 (nhu metformin, gabapentin va
vareniclin), ¢6 thé gay ting ndng d6 huyét trong cla nhitng thubc nay. ,
Chua rd nhilng twong tac nay c6 dnh hudng trén lam sang hay khéng nhung nén cin than & bénh
nhin dung chung lamotrlgm véi nhitng thudc nay.
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8. TAC DUNG KHONG MONG MUON

Cic tac dung khong mong muén phén theo tAn suit va hé co quan

Rt thiwong gap, ADR > 1/10

Thén kinh: Nhic dau.

Da va md dudi da: Phat ban da.

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

Tam than: Hung héang, kho chiu.

Than kinh: Buon ngu, chdng mat, run, mét ngu kich dong.

Tiéu hoa: Budn ndn, non, tiéu chay, khd miéng.

Co xuong va mo lién két: Pau khop.

Toan than va duong str dung: Mét mai, dau, dau lung.

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

Than kinh: Mt diéu hoa.

Thi glac. Nhin d6i, nhin mo.

Da va mé dudi da: Rung toc.

Hiém gap, 1/10.000 < ADR <1/1.000

Thén kinh: Rung gidt nhan cdu, viém mang ndo vo trung.

Thi giac: Viém két mac.

Da va m6 du6i da: Hoi ching Stevens-Johnson.

Rat hiém gdap, ADR <1/10.000

Mau va h¢ bach huyet Bt thuong huyet hoc bao gom giam bach cau trung tinh, , giam bach cau,
thidu mau, giam tiéu cu, giam toan thé huyet cau, thiéu mau bat san, mat bach céu hat.

Mién dich: Hoi chimg qua man (bao gom triéu chimg nhu sdt, sung hach bach huyét, phi mit,
bat thuong vé& méau va gan, ddng mdu rai rac long mach, suy da noi tang).

Tam than: L 14n, 4o gidc, giat co.

Than kinh: Pung khéng ving, rbi loan vén dong, l1am nang thém bénh Parkinson, anh hudng
ngoai thap, chung mua giat maa von, ting tin suat dong kinh.

Gan - mat: Suy gan, rdi loan chirc nang gan, chi sb xét nghiém chirc - nang gan tang.

Da va mo duéi da: Hoai tir biéu bi nhiém déc, phan ing da do thuéc kém ting bach cau 4i toan
va triéu chirng toan thén.

Co xuong va md lién két: Phan ung gidng lupus.

Chua rd tan sudt

Méau va hé bach huyét: Sung hach bach huyét.

Tam thin: Ac mong.

Thuéc cé thé gdy ra cdc tdc dung khong mong muén khdc, khuyén bénh nhdn théng bdo cdc tdc
dung khong mong muén gap phai khi ding thuéc.

9. QUA LIEU VA CACH XU TRi

Triéu chung

D c6 bdo céo qua_ lidu cdp tinh 1én dén 10 - 20 14n lidu diéu tri tdi da, c6 truong hop tir vong.
Triéu chimg bao gbm cir dong mit khong kidm soat, thit diéu, khong tinh tdo, dong kinh con
1ém, hon mé. Kéo dai khoang QRS ciing c6 thé duoc ghi nhan & cdc bénh nhan sir dung qua lidu.
Kéo dai QRS trén 100 mili gidy co6 thé do nhiém doc nghiém trong.

Xik tri

Diéu tri hd trg thich hop khi qua liéu. Dung than hoat aé giam hép thu thudc tir duong tiéu hoa.
Khong ¢6 kinh nghiém thdm phan mau trong diéu tri qua liéu lamotrigin. O 6 ngudi tinh nguyén
suy than, 20% lamotrigin dugc loc ra khoi co thé sau 4 gio thdm phan mau.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong ding qué liéu chi dinh.
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11. TEN, PIA CHI VA BIEU TUQNG CUA CO SG SAN XUAT

San xuat tqi:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Pudng D17, Khu cong nghiép My Phudce 1, Phudong Théi Hoa, Thi xa Bén Cat, Tinh
Binh Duong, Viét Nam

Dién thoai: 0274.3567.687  Fax: 0274.3567.688

12. NGAY XEM XET SUA POI, CAP NHAT LAI NQI DENG ¥
THUOC S

Tong Giam Péc

Fham Gii Cruimg

vV CUC TRUONG
"RUCNG PHONG

Cretén ,77/?{4/ 9[22%(7

Trang 18/18




