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Rx Thudc nay chi dung theo ddn thudc

CLOMEDIN TABLETS

- Poc ki hudng dan sif dung trudc khi ding.-

- Né&u can thém théng tin, xin hoi y kién bac
si.

- D& xa tam tay tré em.

THANH PHAN: Mbi vién nén chira
CLOMEDIN 25 Tablets

Thanh phan hoat chat: Clozapine....
Thanh phan ta dudc: Lactose,
microcrystallin cellulose, maize starch,
starch glycolate, magnesium stearate, talc.
CLOMEDIN 100 Tablets

Thanh phin hoat chat: Clozapine.....100mg
Thanh ph3n td dudc: Llactose, povidone,
microcrystallin cellulose, maize starch, sodium
starch glycolate, magnesium stearate, talc.

DUQC LUC HOC G
Thudc an than kinh nhém benzodiazepine,

Cd ché tac dong: Clozapine da dudc chiing minh
I& mét chat chéng loan than khac vdi thudc chéng
loan than cd dién.

Trong cac thi nghiém dudc ly, hdp chat nay khéng
gdy ra xuc tac hodc Uc ché hanh vi néi lap do
apomorphin- hodc amphetamine gay ra. Nd chi co
hoat tinh ng3n chdn thu thé dopamine yéu & cac
thu thé D1, D2, D3 va D5, nhung cho thay hidu luc
cao d6i véi thu thé D4,

Tac dung dugdc luc hoc: Clozapine c6 tic dung
chéng alpha-adrenergic, khang cholinergic, chdng
di (’ng va tac dung irc ché phan (rng kich thich.
Ngudi ta thav rang co cac ddc tinh chéng tram cam.
DUCOC BONG HOC

Hap thu

Clozapine dudc hap thu nhanh d dudng tiéu hoa
khoang 90 dén 95% va su hap thu nay khéng bi
anh hudng bdi thirc dn. Sinh kha dung khoang 50
dén 60%

Phan phéi

& digu kién 8n dinh, dung 2 13n mdi ngay, nong do
dinh xay ra trung binh khoang 2.1 gid, thé tich
phan phdi 1.61/kg, Clozapine gan két protein huyét
tuong khoang 95%

Chuyén héa

Clozapine gan nhu dudc chuyén hda hoan toan
trude khi bai tiét bdi CYP1A2 va CYP3A4, va & mot
muc dd nao dé bdi CYP2C19 va CYP2D6. Trong sO
cac chat chuyé&n héa chinh chi ¢é chat chuyén hda
demethyl dugc tim thiy 13 hoat ddng. Cac hanh
déng dugc Iy cua nd la cua clozapine, nhung yéu
hon dang ké va trong thdi gian ngan.

Bai tiét

Hai chat chuyén hod chii yéu cUa né gan nhu khéng
c6 hoat tinh, thdi gian ban hly trung binh I3 12 gid.
Dung mét lieu duy nhdt 75 mg, thdi gian ban huy
trung binh Ié 7,9 git; va tang Ién 14,2 gi¢ khi dat
trang thai én dinh béng cach dung hang ngay 75
maq trong it nhat 7 ngay.

Khoang 50% bai tiét qua nudc tiéu va 30% qua

.25mg
povidone,
sodium

Clozapine, nén giam dan lidu qua liéu xudng con 1

dén 2 tuan. Néu ngimng thudc 1a can thiét, bénh

nhan can dugc theo ddi can than khi xay ra cac

phan dng caij thuéc

Dung thuge lai

Dung thuéc ai @ bénh nhan d3 ngung thudc trén 2

ngay, diéu tri nén dugc bat d3u lai véi 12,5mg dudc

dung Mot hodc hai 1an vao ngay dau tién. Néu lidu

nay dudc dung nap tét, ting lidu c6 thé nhanh hon

so vdi khi mdi b3t dau diéu tri bang Clozapine.

R6i loan tdm thin trong bénh Parkinson,

trong trudng hgp diéu tri chuin da that bai

Liéu ban dau

Lidu ban dau khéng dugc vudt qua 12,5 mag/ngay,

udng vao budi t&i. Liéu ting sau dé phai téng 12,5
mg, v6i toi da mat tuan tang hai Ian va téi da 1a 50

mg, mét lidu khong thé dat dudc cho dén cudi tuan

the hai. Téng liéu hang ngay nén dugc dung nhu

mét lidu duy nhét vao budi tdi.

Liéu diéu tri

Ligu hiéu qua trung binh thudng la tir 25 dén 37,5

mag/ngay. Trong trudng hdp diéu tri it nhat 1 tuan

vdi lidu 50mg bi that bai, liéu cé thé tang than

trong t6i da 12.5 mg/tuan.

Liéu tdi da

Chi vugt qué ligu 50 mg/ngay trong nhifng trudng

hdp ngoai & va khéng dugc vugt qua liéu téi da 100

mg/ngay. B

Téng ligu nén dudc han ché hodc tri hoan néu ha

huyét ap thé dirng, an than qud mic hodc nham

14n xay ra. Huyét ap nén dugc theo dbi trong nhiing

tudn dau diéu tri.

Liéu duy tri

Khi da thuyén giam hoan toan cac triéu ching loan

than trong it nhat 2 tudn, viéc tang thudc chéng

parkinson & c6 thé néu dugc chi dinh trén tinh

trang van dong. Cé thé dan dén ting lidu 12,5 mg/

tuan lén dén 100 mg/ngay, udng chia thanh mot

hoac hai liéu.

Két thac tri liéu

Nén giam dan ligu ludng tir 12,5 mg it nhat mot

tuan (tét nhat la hai).

Phai nglrng diéu tri ngay I3p tirc trong trudng hgp

giam bach cau hodc mat bach cdu hat. Néu xay ra,

theo d&i tdm than can than cia bénh nhéan la diéu

can thiét.

Suy gan

Bénh nhan suy gan nén than trong khi ding

Clozapine clng vdi theo doi thudng xuyén cac xet

nghiém chdc ndng gan.

Bénh nhan tir 60 tudi trd 1én.

Liéu khuyén dung ban dau @ lieu dac biét thap

(12,5 mg dung mét Ian vao ngay dau tién), vdi ligu

tiép theo ting l&én 25 mg/ngay.

CHONG CHi PINH

Qua man cam vdi clozapine hodc bat ky ta dudc

nao

Bénh nhan khdng thé trai qua cac xét nghiém mau

LI



P,

CHI PINH )

- Tam than phan liét khang tri. oo _
Clozapine dugc chi dinh & bénh nhan tam thag,
phan liét khang tri va & bénh nhan tam than phan
liét cé phan Umg bat Igi than Kinh nghiém trong,
khdéng thé diéu tri vdi cac thudc chdng loan than
khac, bao gom ca thudc chdng loan than khéng
dien hinh.

- RGi loan tdm than trong bénh Parkinson
Clozapine ciing dudc chi dinh trong cac réi loan tAm
thén xay ra trong bénh Parkinson, trong tru®ng hop
digu tri chudn da that bai.

LIEU LUQNG VA CACH DUNG

Liéu lugng dugc diéu chinh theo ci nhan. Nén suf
dung liéu thdp nhat cé hiéu qua. Thén trong do lidu
va phan chia liéu la can thiét d& giam thiéu rdi ro
nguy cd ha huyét ap, co gidt va an than.

Diéu chinh ligu dudc chi dinh ¢ nhifng bénh nhan
chuyén tir mdt lieu phap chéng loan than khac
trude day sang Clozapine

Khdng nén sir dung Clozapine két hap véi cic thubc
chéng loan thén khac. Nén ngimg thudc chdng loan
than khac trudc tién bang cach giam lidu xudng khi
bat dau diéu tri & bénh nhan dang digu trj bang
thudc chéng loan than dudng udng. '

Liéu khuyén diing nhu sau

Bénh nhéan tdm than phan liét khang trj

Bat d3u tri liéu: 12,5 mg mét lan hodc hai [a3n mét
ngay, ti€p theo la 25 mg mét Ian ho3c hai I3n vao
ngay tha hai.

Néu dung nap tét, c6 thé ting lidu hang ngay tur tir
vdi mirc tang tir 25 dén 50 mg d€ dat dugc mirc lidu
Ién t&i 300 mg/ngay trong vong 2 dén 3 tuln.
Sau d6, néu dudc yéu cau, lidu hang ngay c6 thé
dudc tang thém theo mirc ting tir 50 dén 100 mg
vao nifa tudn hodc tét nhat 13 hang tu3n.

Liéu diéu tri

O hau hét bénh nhan, hiéu qua chdng loan than cé
thé dung tir 200 dén 450 mg/ngay dugc chia lam
nhiéu I3n. Tong liéu hang ngay cé thé dudc chia
khdng déng dBu, véi phan Idn hdn khi di ngu.
Liéu tdi da

Dé c6 dugc Igi ich digu tri day du, maét vai bénh
nhan co thé can liéu Ign han, trong trudng hgp ds,
muc téng hap ly (khéng vudt qua 100 mg) dugc
cho phép 1én téi 900 mg / ngay. Tuy nhién, kha
nang tang céc phan ung bat Igi (d3c biét Ia co giat)
xay ra @ liéu trén 450 mg / ngay phai dudc lvu ¥.
Liéu duy tri

Sau khi dat dugc Igi ich diéu tri t5i da, nhigu bénh
nhan cé thé dugc duy tri hiéu qua vdi ligu thip hon.
Do d6, ha ligu xudng cin than dudec khuyén khich.
Diéu tri nén dugc duy tri trong it nhat 6 thang. Néu
ligu hang ngay khéng vuot quéa 200 mg, mot lan
dung hang ngay vao bugi téi cé thé phu hgp.

Két thic trj liéu

Trong trudng hop k&€ hoach chdm dit tri liéu

Sy Aupe . 1 -
Tién su giam bach cau hat/ giam bach cau/ giam
bach cdu hat (ngoai trir giam bach cau hat/ mat
bach cau hat i héa tri liéu trudc do).

Tién sir mat bach cau hat do clozapine gay ra.
Digu tri clozapine véi thudc cé kha ndng gay ra mat
bach cau hat dang ké, khéng dudc s dung ddng
thdsi vdi thude chéng loan than cham

Chirc ndng tuy xudng bi suy giam.

Péng kinh khéng dugc kiém soat.

Rdi loan tdm thdn do rugu va ddc hai khac, nhiém
doc thudce, tinh trang hén mé.

Xep tudn hoan va/ hodc suy nhudc than kinh trung
udng do moi nguyén nhan,

RGi loan thdn hodc tim ning (vi du viém cd tim).
Bénh gan hoat d6ng lién quan dén budn nén, chén
&n hodc vang da; bénh gan tién trién, suy gan.
Rudt liét.

THAN TRONG

Do thudc ¢ thé gdy nhirng réi loan huyét hoc, can
Iuu v nhitng diém sau:

- Khdng nén dung déng thdi Clozapine véi cac liéu
phap cé kha ndng lam gidm bach cau (nhit 15 cac
loai thuéc an than kinh c6 dién hodc thudc chéng
trdm cam). Mat khac, khdng ding chung véi cac
loai thuBc an than kinh cé tidc dung chdm (do
khéng c6 kha nang loai bd nhanh chéng ra khéi co
thé trong trugng hop bi giam bach cau hat)

- Trudc khi bat dau diéu tri badng Clozapine, can
dém cong thic bach cdu dé€ dam bao réng chi
nhifng bénh nhén cé Iugng bach cdu binh thudng
mdi dugc diing thudc. Sau khi bdt dau diéu tri can
d8m cdng thirc bach cdu mdi tuin trong 18 tudn,
sau d6 it nh&t mdt 1an mdi thang, cho dén khi chdm
dt diéu tri. Can nhac bénh nhan phai béo:lgay cho
bac sT & mdi Ian kham b&nh néu cé nhiém tring
khdi phat hodc cé s6t cao

- Truéng hdp bi nhiém tring hodc néu bach ciu
dudi 3500/mm3, hodc gidm dang k& so vdi ban
dau, phai kiém tra ngay viéc dém cong thic bach
cau. Néu két qua xac nhan sé bach cau dudi 3500/
mm?3 va hodc Iugng bach cau da nhan trung tinh &
trorig khoang 2000 va 1500/mm3, thi s& bach ciu
va s6 bach cdu da nhan trung tinh phai dugc kiém
tra it nhdt 2 13n mbi tudn. Néu ludng bach ciu
xubng thép hdn 3000/mm?3 va hodc néu lugng bach
cau da nhén trung tinh dudi 1500/mm3, phai ngung
diéu tri ngay |8p tic va ngung vinh vién. Phai dém
cong thirc bach cdu méi ngdy va theo dai bénh
nhan dé cé thé phat hién triéu chitng gia cim hodc
nhitng d&u hiéu khac cia sy nhiém tring.

-Mdc du da ngung Clozapine, néu sé bach cau tuyét
d6i thdp hdn 2000/mm3 va hoic lugng bach cau
trung tinh thdp hdn 1000/mm3, phai chuy&n bénh
nhan dén mét bénh vién chuyén khoa.

- Trudng hdp phai ngung Clozapine do giam bach
cau theo cac tiéu chudn néu trén, khdng dudc ding
trd lai.
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Mot s6 diém khac c3n than trong

O bénh nhan c6 tién st bj ddng kinh hodciréi loan
tim mach, than hay gan, lidu ban ddu phai thap
hdn va tdng dan lidu cham hon.

Trudng hgp cé bénh gan khéng néng, cé thé didgu
tri dugc bdng Clozapine nhung cdn theo d&i 1am
sang va can 1&m sang déu-ddn vé chifc n&ng gan.
Khi ding thudc, ¢é thé bj ha huyét 4p tu th&, kém
theo 'ngdt hodc khéng. Cé thé bi s6t tam thdi,
thuding 13 lanh tinh, chu y&u trong 3 tudn 1& dau
didu tri. Co th& kém theo ting hoic giadm sé lugng
bach cdu. S8t c6 thé Ia d&u hiéu cia mét nhiém
trung tiém an hodc tdng bach cdu da nhén trung
tinh. Néu bi sét cao, c6 thé nghi dén hdi chirng ac
tinh cba thudc an than kinh

THOT KY MANG THAI & CHO CON B0

Mang thai

Cho dén nay, s liéu nghién clru 1dm sang cén han
ché, can than trong khi k& toa cho phu nit mang
thai

Tré 'sd sinh ti€p xic vdi thudc chéng loan than (bao
gdm Clozapine) trong thang th( 3 cla thai ky c6
nguy cd bi cac tac dung phu nhu ngoai bé thap va/
hodc nhirng triéu cifng cai.thudc cé thé khéac nhau
vé mirc do nghiém trong va thdi gian sau khi sinh!
D3 cd bao cao vé kich déng, ting truong luc, ha
huyét ap, run rdy, budn ngu, suy hd hip hodc réi
loan &n uéng. Do dé, tré sd sinh nén dugc theo ddi
can than.

Cho con bi

Cac nghién clu trén ddng vat cho thdy clozapine
dudc bai tiét qua sifa me va cé tac dung dGi vdi tré
bd me; do dé, cic ba me ding thudc Clozapine
khdng nén cho con ba. i

TAC DUNG KHONG MONG MUGN

Cac phan Ung c6 hai nghiém trong nhat xay ra vdi
clozapine la mat bach cauhat, co giat;'anh hudng
tim mach va sét. Cac téc dung phu phd bién nhét
14 budn ngll / an than, chéng mat, nhip tim nhanh,
tdo bén va qué man.

Trén mau va bach huyét

Su tién trién cua gidam bach cau hat va mét bach
cau hat'la mét nguy cd ddi véi didu tri Clozapine.
M3t bach cau hat cd thé din dén nhiém tring huyét
va cé thé gay t vong. Can phai ngiing didu tri
ngay lap tuc.

R&i loan chuyé&n héa va dinh dudng

Su dung nap glucose bi giam va;‘ho?;ic tién trién
hodc lam tram trong thém bénh tiéu dudng da dugc
bao cdo hiém khi trong qua trinh didu tri béng
clozaPme R&t hi€ém, tdng dudng huyét nang, ddi
khi dan dén nhiém toan ceton/hon mé, da dugc bao
céo d nhitng bénh nhan dang diéu tri khdng cé tién
sir tdng glucose mau trudc d6. Nong db glucose
binh thudng trd lai ¢ hdu hét bénh nhén sau khi
nglmg clozapine va trong mét vai trudng hdp tdng
dudng huyét tai phat khi diéu tri bat dau lai.

Rdi loan hé than kinh

R6I loan sinh san va va

Céc bdo cdo r&t hiém cudng dau dudng vét

R&i loan chung

Céc trudng hgp mic hdi chirng 4c tinh than kinh d3

dugc bdo cdo & nhitng bénh nhan dung Clozapine

riéng 1é hodc két hgp vdi lithium hodc cac chat tac

dong trén hé than kinh trung udng khac

Théng bao cho béic si nhirng tic dung phu khi

diing thudc.

TUONG TAC THUGC -

Thudc chéng loan than tac dung kéo dai (cé kha

néng Uc ché tiy) khdng dugc sir dung ddng thdi vdi

Clozapine vi khéng thé loai bé khdi ca thé trong

nhitng trudng hgp dudc yéu ciu, vi du gidm bach

cau '

Khéng diing d8ng thdi vdi cac thubc gdy giam bach

cau A

Tudng tu vdi cac thubc an than kinh khac, khuyén

khéng nén phéi hgp

- Alcool: tdng tac dung an than clta thudc an than
kinh

Viéc mét y thifc canh gidc cé thé dan dén nguy

hiém khi lai xe hay khi v8n hanh may méc. Tranh

dling chung véi céc thifc udng hodc thudc cé chita

alcool

Can luu y khi phéi hgp: .

- ThudGc ha huyét ap: tang tac dung ha huyét ap
va c6 thé giy ha huyét 4p tu thé

- Céc thubc gdy tram cam hé than kinh trung
uong: dan xudt morphine (gidm dau va tri ho),
da s cac thudc khang histamin H1, barbiturate;
benzodiazepine, thudc chéng lo &0 khdng thudc
nhém benzodiazepine, clonidine va cac thudc
clng ho, tdng trdm cam trung tam, cé thé gay
héu qua ndng, nhat 13 déi véi ngudi lai xe va van
hanh méy moée

- Nén than trong & bénh nhan dang dugc didu tri
hodc dudc digu tri gdn day bang benzodiazepine
hodc cac thudc tém than khac do tdng nguy cd
gdy truy cé thé gdy ngimmg hé hdp hodc ngimng
tim trong mét vai trudng hgp

- ThuSc Uc ché men chuyén: ting tac dung ha
huyét dp va c6 thé gdy ha huyét 4p tu thé

Atropine va cdc thudc ¢6 tic dung giéng atropine

(thuc chéng trdm cam imipramine, da sé cac

thudc khdng histamine H1, thudc chdng liét rung

khang cholinergic, thudc chdng co that cé tac déng



budn ngu/ an than va chéng mat,

Clozapine c6 thé gay ra thay ddi dién ndo dd, gom
sy xudt hién cua cac phiic hgp séng. N6 lam giam
ngudng ddng kinh theo cach phy thudc vao lidu va
cé thé gdy ra giat cd hodc co gidt toan than. Nhirng
triéu chifng nay c6 kha ndng xay ra vdi lidu nhanh
va bénh nhan bj djng kinh tir trudc. Trong truding
hgp nay nén gidm liéu va néu cin thiét, bt dau
didu trji ch8ng co gidt.. Nén tranh dlng
carbamazepine vi c6 kha ndng lam suy giam chirc
n3ng tly xuong va vdi cdc thudc chéng co giét
khac, nén can nhic kha ndng tuong tac dugc dbng
hoc. Trong mét sé it trudng hgp, bénh nhan dugc
diéu tri bdng Clozapine c6 thé bj mé sang.

R&t hiém khi, chirng khod doc mudn da dugc bao cao
d nhifng bénh nhan dung Clozapine d3 dugc diéu tr]
bang cac thufc chdng loan than khac. Nhitng bénh
nhan mic chimg khé doc cham phat trién clung vdi
cac thudc chéng loan than khac d3 dugc cai thién
trén Clozapine.

R&i loan tim

Nhip tim nhanh va ha huyét ap tu thé cé hodc
khong c6 ngat c6 thé xay ra, dac biét la trong
nhirng tudn dau diéu tri, Ty 1& va mdc dd nghiém
trong cla ha huyét adp bi anh hudng bdi téc do va
cutng dd chuan dé ligu. Séc do ha huyét ap sau,
vdi hdu qua dic biét 13 ngirng tim, d3 dudc bao cao
vdi Clozapine.

Cac trudng hgp riéng biét cia réi loan nhip tim,
viém mang ngoai tim/ tran dich mang tim va viém
cd tim da dudc bao cdo, mét sd trong d6 da gay tir
vong. Phan Idn cac trudng hdp viém cd tim trong 2
thang dau bat dau diéu tri bang Clozapine. Bénh co
tim thudng xay ra sau dé trong diéu tri.

Tang bach cau ai toan da dudc bao cdo cung vdi
mdt s§ trudng hgp viém cd tim (khoang 14%) va
viém mang ngoai tim/ tran dich mang tim; Tuy
nhién, ngudi ta khéng biét liéu bach cau ai toan co
phai la mot yéu té du bao dang tin cdy cua bénh
viém tim hay khéng.

R&i loan mach mau

Cac trudng hgp hiém gdp cua huyét khdi tic mach
da dugc bao cao.

Hé hd hap -

Suy hd hdp hodc nglng rat hiém khi xay ra, co
hodc khdng cd séc

Hé tiéu hoéa

Thudng xuyén xay ra tdo bén va qua man va budn
ndn va nén. Rat hi€m khi xay ra tac ruot

Roi loan gan mat

Tang men gan thoang gqua, hiém khi xay ra viém
gan va vang da & mat. Rat hiém khi, hoai t« gan,
Néu vang da tién trién, nén ngung ding Clozapine.
Trong mot s& it trudng hdp, viém tuy cdp da dudc
bao cao.

Rdi loan than

Viém than k& cap tinh

GUUPIIL UISURFIGHIUG )
ngoai y cla nhém atropine kiéu gay bi tiéu, tdo
bén, khé miéng

Warfarin va cac thudc lién két manh vdi protein
huyét tudng: cé thé lam thay déi néng do trong
huyét tudng clia cac thubc hodc cua Clozapine
Cimetidine: ting ndng d6 Clozapine trong huyét
tudng vdi ting cac tac dung ngoai y

Phenytoin va céc thuéc gay cam Ung cytochrome
P450: giam ndng dd Clozapine trong huyét tudng,
c6 thé lam xudt hién lai cac triéu ching tam than
Lithium va cac thudc an than kinh khac: c6 thé lam
tdng nguy cd bi hdi ching 4c tinh cua thudc an than
kinh.

Adrenaline va din xudt: c6 thé gay tdc dung ngudc
trén huyét dp déng mach (tdng nguy cd bi tut
huyét ap).

ANH HUONG CUA THUGC DEN KHA NANG LAI
XE VA VAN HANH MAY MOC

Thudc 1dm an than, budn ngu vi thé khong nén 1ai
xe hay van hanh may mdc dic biét trong nhing
tudn dau diéu tri

QUA LIEU VA XU TRi

Nhigu trugng hop tr vong dudc ghi nhan khi dung
qua ligu 2000 mg. Tuy nhién, clng co trudng hdp
dung nap dugc vdi ligu trén 4000 mg

Triéu chirng: tang cudng tac dung khang cholinergic
va an than, co giat, tdng tiét nudc bot, gian dong
td, réi loan thi giac, 10 1dn, kich déng, mé sang,
ting phan xa, hon mé, ha huyét ap, truy, nhip tim
nhanh, biu hién tram trong & tim, suy ha hap.
Diéu tri: rira rudt, sau dé dung than hoat tinh trong
6 gid dau sau khi phat hién ngd doc. Digdu tri triéu
chifng it nh&t 5 ngdy (c6 thé phan ing chdm). Theo
déi cac dau hiéu cua su séng, kiém tra dién giai va
can bang acid kim. Khang dung adrenaline va cac
d3n xust trong diéu tri ha &p.

BAO QUAN: Bao quan dudi 30°C, tranh anh sang
va am.

HAN DUNG: 36 thang ké tir ngay san xu3t.
TRINH BAY: Hop 5 vi x 10 vién

TIEU CHUAN: NSX

DNNK:

San xudt bdi

REMEDICA LTD.

Aharnon Street Limassol Industrial Estate 3056,
Limassol, Sip.
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