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Clozapin 505

chit che vé 5“ dung CIOXE:Ci]in trong theri ky mang thai, vi vay chi
dung cloxacilin khi thdt cén thiét,

Thoi ky cho con bi

Tuong tr cdc !Jcnicilin, cloxacilin ¢é thé dugce xem 12 an toin & phu
nir cho con b:.l. Tuy nhién, thude phan bd vio sira, nén than trong
khi dung thuoe cho phy nit dang cho con bi, luu § phan Img qué
man & tré bl me.

Tc dyng khong mong mubn (ADR)

ADR thuémg gap nhat la phan img qua min, dic biét la phét ban,
doi khi c6 choang hay séc phan vé. Nguai suy thén ciing ¢6 nguy
C0 €ao0.

ADR thutmg _xéy ra 1 phat ban (khoing 4% ngudi bénh tiém
cloxacilin). Doi v6i nguoi bénh udng cloxacilin, cac ADR thuémg
gip 1a cac trigu chimg tiéu héa phy thugc theo lidu ubng.

Thuomg gadp

Tiéu hoa: budn nén, tiéu chay.

Da: phat ban & da,

Khéc: viém tinh mach huyét khéi sau khi tiém tinh mach.

It gap

Da: may day.

Mau: ting bach cdu ua acid.

Hiém gap

Toan than: s6c phén vé.

Chuyén héa: ting than nhiét,

Méu: mét bach ciu hat, giam bach céu.

Tiéu héa: viém dai trang gia mac.

Gan: viém gan, vang da & mat.

Thén - tiét niéu: viém than k&.

Huéng din cach xir tri ADR

Nhu déi v6i benzylpenicilin, dé xir tri sée phan vé, can 6 sin
adrenalin va phuong tién héi strc cAp ciru.

Liéu hrgng va cich ding

Cach ding

Nén uéng thude trude khi an 1 gi hogc sau khi &n it nhat 2 gid,
vi thirc &n trong da day lam giam hip thu thudc.

Tiém tinh mach chim trong 2 - 4 phut.

Truyén tinh mach cham trong 30 - 40 phut.

Thudc ¢6 thé dimg theo dudmg tiém trong khap, tiém trong mang
phéi va khi dung.

Cloxacilin ¢6 thé ding két hop véi cac khang sinh khac nhu
ampicilin dé tao ra phé tac dung rong hon trén céc vi khuan khang
penicilinase.

Liéu luwgng

Ngm')ri lom: i H P i
Liéu uéng thuong ding 250 - 500 mg/lan, ngay 4 lan. Liéu tém
thuémg khong 1 - 2 g/lan, mdi 6 gio. Thong thudmg & nguoi bénh
suy giam chirc nang than khong can phai giam liéu.

Liéu cho mét s bénh cu thé nhw sau- .

Viém khép nhiém khudn: Tiém bip hodc tiém @inh mach chim 2 g
mdi 6 gio. . —
Viém ngi tam mac do tu cdw: Tiém tinh mach chim 2 g moi 4 gio.
Viém tiiy xwomg: Tiém bap, tiém tinh mach chim: 2 g moi 6 gio.
Viém phdi: Tiém bép, tiém tinh mach cham 1 - 2 g mo1 6_g“" .
Nhiém khudn huyét: Tiém tinh mach cham 2 g moi 4 hoge 6 gio.
Nhiém khudn da vi mé mém: Tiém bip, tiém tinh mach cham 2 g
mdi 6 gicy, néu tinh trang cdi thién co thé chuyén sang dutng udng
500 mg mi 6 gid. Vi chbc 16 hodc ton thuong da c6 mu khu trg,
ubng 250 - 500 mg mdi 6 gio. ) X

Viem co nhiém khudn: Tiém bap hodc tiém tinh mach chim 2 g
mdi 6 gid.

Tré em:

Puong uong:

Tré em < 20 kg: 25 - 50 mg/kg/ngay chia déu mdi 6 gid.

Tré em > 20 kg: Ding liéu nhu ngudi 16m.

Tiém bap, tiém tinh mach:

Tré em < 20 kg: 25 - 50 mg/kg/ngay chia déu mdi 6 gid, c6 thé ting
1én t6i 50 mg/kg mdi 4 - 6 gior hodc 200 - 300 mg/kg/ngdy chia lam
nhiéu liéu.

Tré em > 20 kg: Dung liéu nhu ngudni lém.

Liéu cho mét s6 bénh cu thé nhu sau:

Viém khop nhiém khuan: Tiém bap hogc tiém (inh mach cham
25 - 50 mg/kg (t6i da 2g) mdi 6 gid.

Viém noi tim mac do tu cau: Tiém tinh mach chdm 50 mg/kg
(toi da 2 g) mdi 4 gio.

Viém tiy xwong: Tiém bép, tiém tinh mach cham: 25 - 50 mg/kg
(t6i da 2 g) mdi 4 - 6 gidr. o ) X
Viémphéi: Tréem 2 thang- 5 udi: Uong 25- 50mg/kg (t6ida2 g) moi
6 gitr. Tré em trén 5 tudi: tiém bép, tiém tinh mach cham 50 mg/kg
(t5i da 2 g) mdi 6 gidr. o B
Nhiém khudn huyét: Tré em 2 thang - 5 tudi: Uong S0 mg/kg (0i da
2 g)mdi 4 - 6 givy. Tré em trén 5 tuoi: tiém bip, tiém tinh mach chdm
50 mg/kg (t6i da 2 g) moi 4 - 6 gio.

Nhiém khuédn da va mo mém: Tiém bap, tiém tinh mach chim
25 - 50 mg/kg (t6i da 2 g) mdi 6 giv, néu tinh trang cai thign ¢6
thé chuyén sang duong udng 12,5 - 25 mg/kg (10i da 500 mg) moi
6 gitr. V&i chée 10 hodc tén thuong da c6 mu khu trii, uong
12,5 - 25 mg/kg (t6i da 500 mg) modi 6 gio.

Viém co nhiém khudn: Tidm biip hodc tiém tinh mach cham 25 - 50
mg/kg (t5i da 2 g) mdi 6 gidr, néu tinh trang cai thién c6 thé chuyén
sang dudmg ubng 12,5 - 25 mg/kg (toi da 500 mg) mdi 6 gid.
Twong tac thube

Twong tac thude cia cloxacilin tuong ty nhu céc penicilin khac,
Dung déng thai cloxacilin véi cdc thude chdéng dong mau duong
udng (nhu warfarin) c6 thé lam ting tac dung chong déng, giy
nguy co chay mau. Do vdy chi phoi hop néu thuc sy can thiét va
phéi thudng xuyén theo ddi chi s INR.

Dung ciic thude khéng sinh (bao gém ca cloxacilin) ¢6 thé lam
giam hiéu qua cua céc thudc tranh thai duong uéng. Néu cin thiét,
nén st dung thém bi¢n phap tranh thai thir hai trong qua trinh diéu
tri v&i cloxacilin.

Tuwong ky,

Khong duge trgn cac khang sinh aminoglycosid véi cloxacilin vi
lam mét tic dung 1an nhau ir vitro. Néu ¢6 chi dinh didu tri dong
thoi, cin tiém hai thude & hai vi tri khac nhau, cich nhau it nhat
mét gitr, Thude ciing tuong ky véi tetracyclin, erythromycin va
polymyxin B sulfat.

Qui lidu va xir tri

Néu xdy ra qué liéu cin ngimg ding thude va diéu trj trigu chimg.
Piéu tri ngd dgc hodc dj img nhu véi benzylpenicilin.

Cdp nhdt ldn cuéi: 2017.

CLOZAPIN

Tén chung quéc té: Clozapine.

Ma ATC: NO5SAHO02,

Loai thude: Thuéc an thin kinh /thuéc chdng logn than khong
dién hinh.

Dang thudc va ham lrgng

Vién nén: 25 mg, 50 mg, 100 mg, 200 mg.
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Vién nén phan tan: 12,5 mg, 25 mg, 100 mg, 150 mg, 200 mg,
Hén dich uong: 50 mg/ml,

Durgre lwre hoc

Clozapin 14 thubc chéng loan thin khéng dién hinh, dan chit
dibenzodiazepin. Thuéc ¢6 tac dung chéng loan than theo co ché
abi khang v6i thy thé dopamin D, va thy thé serotonin (5-HT,,)
& vung ndo giira h¢ - vien va ndo gitra - vo ndo trén TKTW lam
giam céc tri¢u ching duong l}inh va triéu chirng im tinh cua bénh
tam than phén liét. Khong giéng cac thube chdng loan thin khéc,
clozapin ¢6 tic dung khang dopamin tuong déi yéu trén viing nio
gira - thé vn va cudng phéu - tuyén yén do viy it c6 nguy co
hoi chimg ngoai thap va nguy co tang tiét prolactin hon. Ngoai ra
thudc con doi khang thy thé alpha-adrenergic, thy thé cholinergic,
histaminergic, cac thu thé dopaminergic va serotonergic khic.
Piéu nay gidi thich mjt phin tac dung an thin, giin co, cic tic
dung trén tim mach, kho mi¢ng, mé sang, tac dung ha huyét 4p va
ting can cua thudc.

Dwge djng hoe

Hap thu: Sau khi uéng, clozapin hap thu nhanh va gin nh hoin
todn qua dudmg tiéu hoa tuy nhién do bi chuyén hoa buée 1 & gan
nén sinh kha dung dudng uong chi dat 50 - 60%. Thirc in khong
anh huémg dén hap thu thude. Néng do thude trong mau dat cuc
dai khoding 2,5 gi sau khi ding thudc. Tac dung duge Iy xuét hién
khoang 15 phut va duy tri trong 4 - 12 gid sau d6.

Phdn bo: Clozapin va céc chat chuyén héa phan bé nhanh va nhiéu
vio cdc mé trong d6 c6 TKTW. G bénh nhan tam than phan ligt,
thé tich phén b6 & trang thai 6n dinh trung binh 1,6 livkg. Do thé
tich phan b6 nhé hon so véi cac thude chdng loan thin khéc nén
clozapin it bi lru gitt lai & cac mé hon. Ty 1€ lién két véi protein
huyét trong khoang 97%.

Chuyén hoa: Clozapin duge chuyén hoa & gan trude khi thai
trir bing céc phan tmg N-demethyl héa, N-oxy hoa, hydroxyl
héa, 3'-carbon-oxy héa, epoxyl hoa chii yéu théng qua CYP1A2,
CYP3A4 sau dé duoc lién hop véi acid glucuronic. Din chit chuyén
héa demethyl (norclozapin) con gii dugc mt phan hoat tinh.
Thai trir: Sau khi u6ng liéu don 75 mg, nira doi thai tnr trong huyét
twong cua clozapin khodng 8 gid (dao dong tir 4 - 12 gid). Clozapin
duge dao thai chu yéu dudi dang cac dan chat chu):én hoa, mot
phan nho (2 - 5%) dudi dang nguyén ven qua mudc tiéu va phan.
Chi dinh

Diéu tri tdm than phan ligt & cac bénh nhan khong dép img hodc
khéng dung nap voi cac thude chong loan than dién hinh khac.
Diéu tri cdc hanh vi ty sat & bénh nhan tim than phén liét hodc mic
cée chirng loan than khic.

Diéu tri céc tridu chimg loan thin trong bénh Parkinson khi khong
dép Umg v&i céc liéu phap diéu trj khac.

Chéng chi dinh

Qué mén véi clozapin.

Bénh nhén khong thé thye hién cac xét nghiém mau thudng qui.
Tién sir mat bach ciu hat hodc dang méc hoi chimg mat bach cau
hat nang. ; ) ) _

Suy tiy hoic dang diing céc thuoc irc ché hoat dong ciia tuy xuong.
Déng kinh kho tri. : .
Cc truomg hop nghién rugu, ngd doc thuce, hon mé hodc e che
manh h¢ TKTW.

Truy tudn hoan, liét ruét.

Bénh tim néng (nhu viém co tim).

Suy thén nang.

Bénh gan tién trién véi céo tri¢u chimg: ndn, chin dn, ving da,
suy gan, ' .

Phéi hop véi cic thube co nguy co gy mat bach cau hat.

Thén trong . . G ; -y
Tic dung co gidt c6 thé xuit hién trong qué trinh diéu tr bing

clozapin & bénh nhin cé tiéf" sir dong ki;nh° (fhén .‘hMg ving ﬁiu
hogc dang dugc diéu tri bang cdc thuoc co kha n{mg lgm g,g,in
nguomg dong kinh. Co thé can giam liu hodc ding cic thuée
‘héng co gidt néu can.

;‘;C:]f:i cod %hgn‘: Jam ting nguy co trén mach ndo ‘f_J céc bf‘.“:ljlh ?han b
tién sir gia dinh c6 khoang QT kéo dai hodc ;‘?hothqp véileae thudc
gdy kéo dai khoang QT, bénh nhan co céf: ycu t‘f nguy co ddt quy,
Thén trong khi str dung clozapin cho bcnl: nhart c6 nguy co tio
bén, tic rugt (tién sir bénh dai trang hodic phau thudt dai tring, bénh
nhén dang dugc diéu tri bfmg c'éc tl‘muéclnkhaflg cho}merglc khac),
bénh nhén phi dai lanh tinh tuyén ticn liét, b¢n}1 nh‘an %lécﬁm géc
hep do téc dung khang cholinergic cta clozapin c6 the lam ning
thém céc bénh 1y nay. ) _

Than trong khi str dung clozapin cho bénh nhan dai thio duémg
hoiic c6 rbi loan chuyén hoa glucose, do kha ning lam ting duimg
hu)-fét cua clozapin, doi khi di kém véi nhiém toan ceton, hén mé
ting dp luc thim théu da duge ghi nhan. -

Thén trong khi sir dung clozapin cho bgnh nhén c6 tién sir bénh
gan, bénh nhin c6 bénh gan tién trié:l hodc suy glén‘! chirc ning
gan, bénh nhén cao tudi (trén 60 tudi), bénh nhan ¢6 roi loan chie
ning tim mach hodc sa sat tri rué: Do Lhuécy!ém ting nhay cam véi
cac ADR cia thude nhu tut huyét ap tu the, viém co tim va bénh
cor tim, suy giam chirc nang gan, bi tiéu, tdo bon, tham chi tir vong,
Liu dung cin dwoc hiéu chinh chit ch& voi lieu thap nhét co thé
khi bit ddu diéu tri. o '

Cin theo dbi cac gia tri lipid huyét, cac yéu to nguy co huyét khoi
finh mach siu trude khi didu tri hode trong qua trinh diéu trj véi
clozapin. Do thubc c6 thé lam thay d6i céc gié tri lipid huyét, ting
cAn, ting nguy co huyét khéi tinh mach sau.

Pé tranh hoi chimg cai thube, trude khi ngimg thude can gidm din
lidu tir tir va theo d3i chét bénh nhan.

Thiri ky mang thai

Chua c¢6 dii dit lidu nghién citru vé viéc sir dung clozapin & phu nit
mang thai. Cac nghién ciru trén déng vat cho thiy thudc c6 thé giy
anh huéng truc tiép hodc gian tiép tdi phy nir mang thai, ti syr phat
trién cta thai nhi, qué trinh sinh né hodc su phat trién cia tré sau
sinh. Thén trong khi ding clozapin cho phu nir mang thai, cn cin
nhdc l¢i ich - nguy co.

Cac tré so sinh phai duge theo ddi cin than trong truong hop ding
clozapin cho me¢ ¢ giai doan cudi thai ky. Thude cé thé giy hdi
chimg ngoai thap, hdi ching cai thude véi cac triéu chimg nhu kich
dong, tang truong luc, giam truong lue, suy hé hip, ngi lo mo, 16i
loan an udng cho tré sau sinh.

Thoi ky cho con b

Clozapin c6 thé dugc bai xudt vio sira, gy ra céc thc dung trc ché
TKTW & tré bt me, do vy can tranh khéng sir dung clozapin cho
phu nir dang cho con bu hoic khong cho con bt khi bét budc phai
diéu tri cho ngudi me.

Tac dung khéng mong mudn (ADR)

Thueng gap

Huyét hoc: giam bach caw/giam bach ciu hat, ting bach ciu 18
acid.

Chuyén héa: tdng can.

TKTW: chimg loan ngdn, nhin mé, dau dau, run, chimg dimg nga*
khong yén, hji chfrng ngoai thap, co giat, rung giat co.

Tim mach: thay d6i dign tim d6 (doan S-T chénh xuéng hodc song
T dao chiéu), tang huyét ap, tut huyét 4p thé dimg, ngt.
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Tiéu héa: budn ndn, nén, chan &n, khé miéng.

Gan, mit: ting enzym gan.

Thin, tiét ni¢u: sén tiéu, bi tiéu.

Todn than: mét moi, sdt, ting than nhiét, réi logn tiét mé hoi/diéu
hoa thin nhiét.

It gap

Mau: mét bach cau hat.

Tam thin: chimg kho noi.

Todn than: hoi chimng than kinh 4c tinh.

Hiem gap

Mau: thiéu méu.

Chuyén hoa: giam dung nap glucose, dai thao dudmg typ 2.
TKTW: bdn chén, kich dong, I 1in, mé sang.

Tim mach: truy tudn hoan, logn nhip thét, viém co tim, viém mang
ngodi tim/tran dich mang tim, huyét khéi tic mach.

Ho hp: viém phdi do hit phai, nhi&m tring hd hip duéi.

Tiéu hoa: chimg kho nuébt.

Gan, mt: viém gan, vang da r mat, viém tuy.

Loai khéc: ting CPK.

Rdt hiém gap

Mau: gidm tiéu cau, ting tiéu cau.

Chuyén héa: nhiém toan ceton, hon mé do ting ap luc tham thiu.
Thén kinh: r6i loan van déng mudn, rdi loan 4m anh cudng bic.
Tim: bénh co tim, ngimg tim, kéo dai khoang QT, xoén dinh.

Hé hép: suy hé hip, ngimg tho.

Tiéu héa: phi dai tuyén mang tai, tic rudt, 1iét rudt, ir phan.

Gan, mét: hoai tir gan,

Da: cdc phan ng trén da.

Than, tiét niéu: viém than ke.

Hé sinh san: rdi loan cuong dwong kéo dat.

Toan than: dot t.

Chua xdc dinh duwgrc tan sudt

Hé mién dich: phti mach, viém mach hiy bach cdu.

Tuyén ndi tiét: gia u iy thugng than.

Thén kinh: hoi chimg cholinergic (sau khi nglng thube dot ngot),
thay ddi dién tam do.

Tim: nhdi mau co tim ¢é thé tir vong, dau nguc/dau thét nguc.
Mach: thuyén tic huyét khéi tinh mach sau.

H6 hap: nghet miii.

Tiéu héa: tiéu chay, trudng bung, kho tiéu, viém dai trang.

Gan, mat: gan nhiém md, hoai tir gan, déc tinh trén gan, xo gan, rbi
loan trén gan c6 thé din dén nguy co de doa tinh mang.

Da: rdi loan sic t6 da.

Co - xuwong - khép: yéu co, co thit co, dau co, lupus ban do toan
than.

Than - tiét niéu: suy than, dai dam vé dém.

Hg sinh san: xuét tinh nguec dong.

Mang thai: hoi chimg cai thudc & tré so sinh.

Huémg din cach xir tri ADR '
Nguy co mét bach ciu hat (sb lugng bach clu tong <2000 € bao/
mm’; 56 lrgng bach ciu da nhén trung tinh < 500 t& bao/mm’) cao
hon khi didu trj bing clozapin so vdi cac thude an thén kinh kinh
dién khac. Mét bach ciu hat déi khi c6 thé de doa tinh mang ncu
khong duge phat hién som va khong ngimg thude kip thoi. Vi vay,
chi ké don clozapin cho cic bénh nhan c6 s6 lugng bach cau tong
va s lugng bach cau da nhén trung tinh trude dicu tri twong (mg
>3 500 t& bao/mm’® va trén 2 000 té bao/mm’. Chi ké don cho céc
bénh nhin c6 thé theo ddi cac xét nghi¢ém ndy dinh ky hing tuin
trong vong 18 tudn dau tién va it nhit 2 tudn/lan trong céc tuln tir
I8 - 52, it nhét 1 lin/théng trong théi gian diéu tri sau d6 va trong
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vong it nhit 4 tudn sau khi ngimg clozapin. Ngimg ngay clozapin
khi s lugng bach ciu giam xuéng dudi 3 000 té bao/mm’ hodc
6 lwgng tuyét dbi bach cau da nhan trung tinh giam xubng dudi
1 500 té bao/mm?®. Ngoai ra, cling cin theo ddi cac biéu hién sot,
dau hong hay bét cir biéu hién ndo khéc ciia nhiém khuan trong qué
trinh diéu trj.

Thuée c6 thé giy ting bach cAu ua acid, ngimg diéu tri néu sb
Jugng bach cau wra acid trén 3 000/mm’, cé thé bt dau diéu tri lai
néu sé lugng bach ciu wa acid vé dudi 1 000/mm’. Thude co the
giy gidm tiéu chu, ngimg diéu tri néu s6 lugng tiéu cdu gidm xudng
duéi 50 000/mm’.

Ha huyét ap tur thé d(mg c6 thé xuét hién trong giai doan dAu diéu
trj bing clozapin hodc khi phdi hop véi cic benzodiazepin hodc
cac thube huémg tam thin khéc. Vi vay, cin theo ddi chat huyét ap
bénh nhan trong cic tudn dAu diéu tri trén cac bénh nhan parkinson.
Nguy co gy viém co tim va bénh co tim ¢6 thé gay nguy hiém
dén tinh mang bénh nhin di duge béo cdo khi sir dung clozapin.
Nguy co viém co tim thuémg xdy ra trong vong 2 thang dau diéu
tri. Vi vy, cin thim kham k¥, 1am di¢n tim dé dé phat hién céc bat
thwomg vé tim mach trudc khi bat dau diéu tri bang clozapin. Vi
cac bénh nhén co bét thuromg vé tim mach hodc co tién sir bénh tim
mach, chi sir dung clozapin sau khi da than trong can nhic nguy
¢o - loi ich. Cin nghi ngd viém co tim hogc bénh co tim khi thiy
xuét hién tim nhanh kéo dai lac nghi, dic biét trong vong 2 thang
dAu didu tri, c6 kém theo hodc khong kém theo dénh tréng nguc,
loan nhip, dau nguc va cdc dAu hiéu khac cta suy tim (mét moi vo
¢an, kho thd, thd nhanh). Dimg ngay clozapin néu nghi ngd xut
hién viém co tim hodc bénh co tim va chuyén bénh nhin dén diéu
tri tai chuyén khoa tim mach.

Co gidt do clozapin ¢6 thé lién quan dén viéc ting liéu thuc qua
nhanh, diic biét & ngudi c6 tién sir dong kinh hodc co sir dung dong
thoi cac thube 1am ting ndng do clozapin trong huyét twong. Néu
xudt hién co gidt hodc co giat toan thé phai giam liéu clozapin va
str dung thude chéng co giat néu cén thiét.

Buén ngii thuémg xay ra trong qua trinh diéu tri bang clozapin
nhung thudng giam dan sau 1 - 4 tuan didu tri va thuéng hét néu
diéu trj kéo dai, nén udng thuée trudce khi di ngu.

Ngimg thube dét ngét (nhur trong truémg hop do giam bach céu
hodic mét bach cu) cé thé lam cac triéu chimg loan than tré lai.
C6 thé khic phuc bang cach ding mdt thude chdng loan thin khac.
Sét trén 38 °C trong 3 tudn déu, thudmg xudt hién vao giira ngay
5 - 20 diéu tri. S6t thuomg lanh tinh va tu hét. Tuy vay, cin than
trong phan biét vai sét do nhiém khuén va kiém tra cong thirc mau.
Nhip tim nhanh, ha huyét ap tu thé ding c6 hodc khong kém
theo ngét, dac biét co thé xuat hién trong nhimg tuan dau didu trj,
thudng do ting nhanh va manh liu clozapin. Nguy co ha huyét 4p
thé dimg c6 thé giam bang ding lidu thap rdi ting dan liéu véi mirc
a4 vira phai.

Ting can c6 thé xuat hién trong qué trinh diéu tri. Cin huéng din
ché_dé an va ché ¢ tap luyén cho bénh nhan trong thoi gian ding
thuoc.

Tang tiét nuéc bot, mot phan {mg nghich thuong cia thudc, thuéng
giam trong vai tun. Cin diéu tri triéu chimg néu xuat hién tao bon.
Do nguy co gdy ting glucose huyét nang, doi khi két hop véi hon
m¢é nhiém toan ceton, ting 4p luc thim thau & bénh nhan ding
clozapin, cin khuyén cao bénh nhan dai thio dudng, hodc ngudi
6 nguy co méc dai thao dudng (béo phi, tién sir gia dinh ¢6 dai
thio duémg) phai kiém tra dudmg huyét lac déi trude va trong khi
diéu trj clozapin.
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Lidu lwgng va cich ding

Cich diing

Clozapin duge ding dudng udng, ¢6 thé udng trong bira in hodc
céch xa bira dn. Liéu ding cia clozapin phél dugc hig¢u chinh than
m;mg trén timg bénh nhdn va sir dung liéu thap nhét c6 hiéu qua.
Liéu dung nén dugc tﬂng dan va chia thanh nhiéu lidu trong ngay
khi khdi diu dicu trj dé giam thiéu ADR.

Chi khoi déu diéu tri cho cac bénh nhén co sé lrgmg bach céu tong
>3 500/mm’ va bach cau da nhan trung tinh > 2 000/mm®. Cén hiéu
chinh liéu trén céc bénh nhin dang ding c4c thube cé tuong tac
duge dong hoc, duge hre hoc véi clozapin nhu cac benzodiazepin
hoac cac thude e ché thu hdi chon loc serotonin.

Liéu ding

Nguai lom:

Diéu tri tam than phan li¢t: Liéu khéi dau: 12,5 mg, 1 hoic 2 lAn/ngiy,
ngay thir hai; 25 - 50 mg, 1 hoac 2 ]a'”mfngAy, néu dung nap cé thé
tang dan liéu thém 25 - 50 mg/ngdy cho mdi lin tang; cho dén khi
dat mirc lidu muc tiéu 300 mg/ngay, trong 2 - 3 tuan. Trong truémg
hqp can thiét, co thé uep tuc tang liéu thém (thém 50 - 100 mg sau
mbi tuan) dé dat liéu diéu tri.

Pham vi diéu trj: Trong héu hét cac bénh nhan, hiéu qua chdng loan
thén dat duoc trong khoang 200 - 450 mg/ngay, chia lam nhiéu lan.
Mot s6 trudmg hop ¢6 thé can mirc liéu 16m hon, tuy nhién téi da
khéng qué 900 mg/ngdy. Cén nhé ring nguy co ADR diic biét nguy
co co gidt thuong gip khi sir dung mic lidu trén 450 mg/ngay.
Liéu duy tri: Khi dat hiéu qua diéu tri t6i wu, nhiéu bénh nhan cé
thé duy tri hiéu qua & mirc liéu thap hon. Do viy, cin hiéu chinh
liéu tir tir xudng mirc lidu ti thiéu ¢é hicu qua. Can duy tri diéu tri
it nhét 6 thang. Néu liéu hing ngay khéng vuot qua 200 mg/ngay,
c6 thé dung 1 lan mdt ngdy vao budi tdi.

Ngimg diéu tri: Can giam liéu tir tir trong vong 1 - 2 tuin truée khi
ngimg thude. Néu phai ngimg dét ngdt (nhu do giam bach ciu), cin
theo doi chat ché bénh nhin do nguy co tai phat cac triu chimg
trén tam than va cac triéu chimg trén hé cholinergic nhu toat mo
hoi, dau déu, non, tiéu chay,

Diéu tri lai: Trong truéng hop diéu tri lai sau khi ngimg clozapin
trude do trén 2 ngay, bt diu bing lidu 12,5 mg, 1 hojc 2 lan/ngay,
trong ngay dau tién, néu dung nap, ¢6 thé chinh lidu dén mirc ligu
diéu trj nhanh hon so véi giai doan diéu tri khai dau khuyén céo.
Tuy nhién néu bénh nhan ¢ tién sir ngimg ho hap hodc ngimg tim
vé&i liéu khai diu, viéc chinh lidu cin hét sirc than trong.

Diéu trj cae hanh vi tie tir & bénh nhén tém than phan liét hodc mac
cdc chimng loan than khdc: Bét ddu: 12,5 mg, | hodc 2 lan/ngay,
sau d6 ting dén lidu tity theo dap (mg clia bénh nhan (ting 25 - 50
mg/ngay, cho mdi lan tang) dén mirc liu 300 - 450 mg/ngay sau
2 tuan. Liéu trung binh thuong ding khoang 300 mg/ngay (dao
dong tir 12,5 - 900 mg/ngay). Thai gian diéu tri nén duge kéo dai
it nhét 2 nam.

Diéu tri cic tri¢u chitng loan thén trong bénh Parkinson khi khong
dap umg véi cac liéu phap diéu tri khdc:

Liéu khéi ddu 12,5 mg/ngay, truée khi di ngi,
d6 tang dan tiy theo dap img ctia bénh nhin v6i mic liéu ting
12,5 mg/tuén, téi da 2 lan/tudn. Licu thudng dung dao dong tir
25 - 37,5 mg/ngay (16i da 100 mg/ngay). Khi ngimg diéu tri, can
gidam liéu tir tir 12,5 mg it nhét 1 tuan.

Tré em:

Tinh an toan va hiéu qua cua clozapin trén tré em va thanh thiéu
nién duéi 18 tudi chua duge nghién ciru. Khong khuyén cdo ding
thuée cho dbi tugng nay.

Ngudi cao tdi: Nén sir dung muc liéu khoi dau thap (12,5 mg,

sau

dung 1 lin trong ngay déu tién), khoang cich ting lieu nén han ché
o mirc 25 mg/ngay.

Bénh nhén suy gan: Khong can higu chinh liéu. Can kiém soat chic
ning gan trong qua trinh diéu tri.

Bénh nhan suy thin mirc d6 nhe va trung binh: Lieu khdi diy
12,5 mg, ngay mét lin.

Bénh nhan suy than ning: Chong chi dinh.

Twong tic thude )

Ciic thuéc tranh phéi hgp: Khong nén phdi hop clozapin véi cic
thudc c6 tac dung e ché tity xuong (carbamazepin, cotrimoxazol,
cloramphenicol, penicilamin, sulfamid khang khuén, thude chéng
ung thu, thubc giam dau dén chat pyrazolon nhu azapropazon,
phenylbutazon, thudc an than kinh tac dung kéo dai ding dudmg
tiém hoic céy dudi da) do 1am tang nguy co (¢ ché tiy xuong,
Ciic thuoc cin than trong khi phoi hgp

Lam tang tic dung va dgc tinh cia clozapin: Ding dong thoi
clozapin véi cac thube benzodiazepin co thé lam ting nguy co
{re ché tudn hoan din t6i ngimg tim va hé hap. Ruou, cic thube
IMAO, cic thudc (rc ché hé TKTW khac (bao gom ca céc thube
giam dau opioid va cac din chit benzodiazepin) lam tang tic dung
(rc ché TKTW khi ding ciing véi clozapin.

Lithi c6 thé 1am ting kha ndng xuét hién hdi chimg an than kinh
dc tinh khi ding cung véi clozapin. Cac thude e ché CYP450
(cafein, cimetidin, erythromycin, quinidin, mét s6 thudc chéng
trim cam nhu fluvoxamin, paroxetin, fluoxetin, sertralin, céc
din chat phenothiazin, cac thude chéng loan nhip nhém IC nhy
propafenon, flecainid, encainid, ciprofloxacin, ritonavir, thudc
tranh thai) lam ting nong dé trong mau do d6 c6 thé lam ting tac
dung va doe tinh cua clozapin.

Lam giam tac dung cua clozapin: Cac thude gay cam trng CYP450
(phenobarbital, carbamazepin, phenytoin, rifampicin, omeprazol,
nicotin) lam giam ndng d6 trong mau do dé ¢ thé lam giam tac
dung cua clozapin.

Lam ting tac dyng va doc tinh ciia mgt 56 thuéc khdc: Clozapin
1am tang tic dung (tio bon, khd miéng, bi tiéu, an than, roi loan thi
gidc) cia céc thude khang cholinergic, 1am ting tac dung ha ap cia
céc thude chong tang huyét ap.

Qua lidu va xir tr

Qud liéu cap: Qua liéu gay tir vong & ngudi 1om thuong ¢ mire lidu
trén 2,5 g. O tré em, qua liéu khi ding 50 - 200 mg ciing 44 giy
ra cic nhiém déc & mirc do vira dén ning (thay ddi khi sic, ting
truong lyc co, triéu chimg ngoai thap). Triéu chimg: 1& do, mit
phan xa, 1 1an, hoang tuéng, kich déng, mé sang, hon mé, nhip tim
nhanh, ha huyét ap, suy ho hip, héi chirng H‘L_,Ugll thap, ting phan
X4, gidn dong tr, nhin mé, viém phdi, ting tiét nude bot, co gidt,
truy mach da dugc ghi nhan.

Xik tri: Chu yéu la diéu trj triéu chimg va cham séc hd tro kém theo
ddi chire nang tim mach va céc dau hiéu sinh tdn. Cho uéng than
hoat kém theo sorbital dé loai bo va ngin can hﬁp thu phan thube
con luu lai trong dudng tiéu hoa trong vong 6 tiéng sau khi ql-'ﬂ
lidu. Theo ddi can bing di¢n gidi, hd hap, dlen tAm dé va can bang
acid - base. C6 thé sir dung physostigmin néu c6 biéu hién ngo doc
khang cholinergic ning. Chua c6 thude giai doc dic hiéu néu qué

liéu. Loc mAu va tham phan phiic mac ¢ vai tro rit han ché trong
diéu tri ngo doc cap clozapin.

Cap nhat lan cudi: 2017.



