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Chi djnh

Lam tan soi mdt gidu cholesterol.

Xo gan  mit tién phat.

Bénh ly gan mét lién quan dén xo nang & tré em tir 6 - 18 tudi.
Trio nguge da day - thyc quan.

Chéng chi dinh

Man cam véi thube.

Bénh nhin c6 soi cholesterol bj véi héa, soi can quang trén phim
X-quang, tii mat khong hoat déng, viém tai mat cip, thudmg xuyén
bi con dau quin mat, viém hodc céc rdi loan khic cia rugt non, dai
trang va gan lam anh huong dén tuéin hoan gan rudt clia mudi mat.
Thén trgng

Tranh ding cho nguéi c6 bénh gan man tinh (trir tredmg hop xo
gan r mat tién phat).

Khéong nén @n ché do an quéa nhiéu calo hodc nhiéu cholesterol.
Ché d6 an it cho]estero] 6 thé cai thicn hiéu qua cua thubc.

Bénh nhan c6 vin dé di truyén hiém gap vé khong dung nap
galactose, thiéu hut lactase hodc kém hép thu glucose- -galactose
khéng nén ding thude nay.

Thoi ki mang thai

Chura c6 dir liéu vé tinh an toan trén thai nhi. Tét nhét nén tranh
dung cho phu nir mang thai.

Thoi ky cho con bi

Chua du dir liéu vé tinh an toan cua acid ursodeoxycholic trén tré
so sinh va tré nho. Cin can nhéc giira 19i ich va nguy co khi sir
dung acid ursodeoxycholic trén phu nir cho con bu.

Téc dung khong mong mudn (ADR)

Thuong gap

Ngoai da: ban do. C6 thé xay ra phan tng di (mg nghiém trong.
Tiéu hoa: téo bén, tiéu chay, dau bung, budn nén, non.

Co - xuong - khdp: dau lung.

Thén kinh: chéng mit.

Ho hép: viém phé quan, ho, viém hong, nhiém tring dwong hd hap trén.
Huwémg dén cach xir tri ADR

Trong khi diéu tri, néu khong nhin thay hinh anh thi mét trén X-quang
hodc siéu Am, hodc mm'ng hop séi mat bi calm hoa, glam co bop thi
mat hodc dau do co thit tai mt timg com, can ngu‘ng thudc.

Néu tiéu chay xuat hién, can giam liéu va diéu tri trigu chimg tiéu
chay. Néu tiéu chay kéo dai, dai ding, cén ngimg thudc.,

Liéu lrong va cich ding

S6i mdt: Thubc ding dé hoa tan soi mat véi liéu 8 - 12 mg/ke/
ngay, udng hang ngay, dung 1 1dn trudc khi di ngu hogc chia lam 2
ldn, trong khoang 2 nam (tiép tuc ding 3 - 4 thing sau khi tan soi).
Lidu ding khong nhat thiét phai chia déu, véi liéu ln hon uong
vao budi toi trude khi ngl vi nguy co ting cholesterol tii mét vao
ban dém.

Ngudi béo phi ¢6 thé phai ding lidu 15 mg/kg/ngly.

Liéu 300 mg, 2 lan/ngay, co thé diing véi muc dich phong soi mat
& nhirng bénh nhin c6 giam cén nhanh.

Xo gan ir mdt tién phat: 12 - 16 mg/kg/ngay, chia 3 lan, trong 3
théng, sau d6 ding 12 - 16 mg/kg/ngdy, uéng 1 1an truée khi ngu
Bénh ly gan mdt lién quan dén xo nang 6 tré em tir 6 - 18 tuoi:
20 mg/kg/ngay, chia 2 - 3 lan. Néu cin thiét co thé tang lén 30 mg/
kg/ngay.

Trdo ngwoc da day - thic quan: Nguoi lon (= 47 kg): 250 mg/lan/
ngay, trong 10 - 14 ngay, dung trudc khi di ngu.

Theo déi hiéu qua diéu tri:

Theo ddi chirc néng gan (GGT, alkaline phosphatase, AST. ALT va

bilirubin) hang thang trong 3 thang sau khi bt déu diéu tri, va i
do cir 6 thang kiém tra mét l4n. Cai thién néng d¢ enzym gan Va i
thién triéu chirng lam sang 1a thuée do hi¢u qua diéu trj.

Twong tac thube

Resins gan acid mat (colestyramine, colest!pol -) va mdt s thuée
khéng acid (nhu nhém hydroxyd...) c6 thé ic ché hap thu va gidm
hiéu qua ctia acid ursodeoxycholic, do d6 nén tranh duing cac thude
nay dong thoi voi acid, nén dung cach nhau 2 gio.

Than hoat ¢6 thé lam glam hap thu acid ursodeoxycholic (UDCA)
UDCA c¢6 thé lam tang hap thu cia CIClosporm va ting nong 4
ciclosporin trong huyet trong, do d6 can kiém tra va giam 1id,
cyclosporin neu cén thiét.

Trong mot s truomg hop, UDCA c6 thé 1am giam hip g,
ciprofloxacin.

UDCA lam giam C,,, va AUC cuia cac thude chen kénh calc; nhy
nitrendipin.

Tuong tac lam giam hiéu qua cua dapson ciing dugc ghi nhan v3
béo cdo.

Nghién ciru in vitro cho thay UDCA c¢06 kha nidng piy cam {mg
enzym chuycn hoa thude cytochrom P450 3A.

C6 khuyén céo ring thube I’am tang thai trir cholesterol qua mét nhy
cac hormon oestrogen, thudc tranh thai dirong uong va mét sé thudc
ha cholesterol khac khéng nén dung cting acid ursodeoxycholie,
Qui lidu va xir tri

Qua litu do acid ursodeoxycholic it khi xay ra. C6 thé xuat hién
tidu chay do hap thu cla acid ursodeoxycholic giam theo lidu nén
s& ting dao thai qua phan khi dung lidu qua cao. Khéng co thude
diéu tri dac hiéu, tuy nhién resin trao ddi ion c6 thé dung dé gin
vGi acid mét & rugt non. Picu tri triéu chimg tiéu chay bﬁng bu
nuoc - dién giai.

Cdp nhat lan cudi: 2020.

ACID VALPROIC

Tén chung quéc té: Valproic acid.
Ma ATC: NO3AGO1.

Loai thude: Thudc chong dong kinh; thuéc chéng hung cam,
thude chong dau nira diu, chét (rc ché histon deacetylase.

Dang thube va ham lugng

Thubde c6 cac dang acid valproic, natri valproat hodc natri valproat
phéi hop véi acid valproic. Ham lugng va liéu luong tinh theo acid
valproic.

Natrivalproat:

Dung dich uéng: 250 mg/5 ml (5 ml, 10 ml, 480 ml).

Dung dich tiém tinh mach: 100 mg/ml (5 ml).

Acid valproic:

Vién nang mém: 250 mg.

Vién nang giai phéng cham: 125 mg, 250 mg, 500 mg.

Natri divalproex (acid valproic va natri valproat véi ty 1€ 1 : 1):
Vién nang chira cac hat bao khang dich da day: 125 mg, 150 mg,
300 mg, 500 mg.

Vién nén giai phong chdm: 125 mg, 250 mg, 500 mg.

Vién nén giai phong kéo dai: 250 mg, 500 mg.

Dwrgce lwe hoc

Co ché chéng dong kinh cua acid valproic chua dugc lam sing
to hoan toan. Tuy nhién, hiéu qua diéu trj ctia thube co thé lién
quan dén tic dung lam ting ndng dd chit dn truyén than kinh
GABA tai ndo théng qua irc ché GABA transferase va succinic
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jebyd dchydmgm_ﬂsc » hai enzym dong vai trd quan trong
ng qué [rinh‘dl hoa ctmt dan truyén thin kinh ndy, Ngodi ra,
jid valproic cUng c6 the lam tang chon loc ddp img GABA hju
(ynap; dnh huémg trye tiép dén mang (¢ bao thin kinh béng cach
hogt hoa dong ion ka;ll:‘ giam hgm tinh cua chat dan truyén kich
inich aspartat; ire che tdi thu hoi GABA & té bao thin kinh dém
vi tan cung céc day than kinh.

puge donghee )

Hip thu: Acid v§lpr01§ dgoc ‘hap thu nhanh va gan nhu hoan toan
(i duomg tiéu hoa’. ThI:rc an lam giam tc d§ hap thu nhung khong
4o huong dén mire do hap thu. Nong d§ dinh ciia thude dat duge
irong khoang 1 - 4 gid sau khi uong licu don dang acid hogic muéi
patri, 3 - 5 i0 sau khi uong liu don natri divalproex va 7 - 14 gie
sau khi uong lieu l_ap lai natri divalproex dang vién nén giai phong
éo dai. Mac du toc do hap thu acid valproic ¢6 thé khac nhau tiy
theo dang bdo ché (long, rén, vién bao) va thoi didm sir dung thuée
< véi bita @n, nhimg khac biét ndy dwge xem 14 it ¢6 anh huémg
Jam sang khi sir dung thuoc dai han dé didu trj dong kinh.

phan bo: Ty 1€ lién ket cua acid valproic v6i protein huyét twong
phu thudc vdo nong do. Ty 1€ thudc & dang ty do co thé thay
déi tir 10% & nong 49 40 microgam/ml dén 18,5% & néng do
130 micmgaﬂ'_“"mL Ty 1¢ thuoc ¢ dang ty do ting 1én trén nguoi cao
di, nguoi mac bénh gan man tinh, suy gidm chire ning than hodc
sit dyng dong thoi voi cac thuoe khac (vi dy aspirin). Thé tich phan
bé ciia acid valproic trong khodng 0,14 - 0,23 lit/kg. Thudc ¢6 kha
ning phén bo vao dich ndo tuy véi nong do bing khoang 10% néng
d¢ toan phén trong huyét tuong.

Chuyén héa: Acid valproic dugc chuyén héa gin nhur hoan toan tai
gan nhé phan {mg lién hop glucuronid, beta oxy héa tai ty thé (40%)
vi oxy héa tai microsom thanh nhiéu chét chuyén héa khac nhau.
Thai trie: Dudi 3% lieu dung duge bai tiét nguyén ven qua nude
tifu. Khi ding acid valproic don doc voi lidu duong udng tir
250 - 1 000 mg, nira doi thai trir trung binh ctia thude trong khoang
9. 16 gi¢r. Bénh gan lam giam kha nang thai triracid valproic véi nira
Ao thai trir ciia thude c6 thé tang tir 12 - 18 gid. Mic dii thanh thai
ciia dang khong lién két giam nhe (27%) trén bénh nhan suy thn
(€L, <10 ml/phit), nhin chung khéng can hiéu chinh liéu acid
valproic trén déi tugng bénh nhén nay.

Chi dinh _ o

Pon tri liéu hodc phdi hop vai cac thude khac dé dicu tri dong kinh
con ving don gian hode phuc tap, dong kinh cuc bé phire tap, dong
kinh toan thé co cimg - co gidt, dong kinh thé gidt ca.

Diéu tri giai doan hung cam trong bénh 16i loan ludng cuc.

Dy phong dau nira déu.

Chéng chi dinh

Qué4 man vdi acid valproic, natri valproat hoiic natri divalproex.
Bénh gan hoat dong.

Bénh porphyrin cap. )

Tién st ban than hodc gia dinh mac suy gan ndng, dac biét la bénh
gan lién quan dén thubc.

Tién sir gap chirng réi loan chu trinh uré.

Roi loan ty thé do dot bién gen POLG (hdi chimg Alpers-
Huttenlocher). )

Khong ding trong du phong con dau nira dau cap ¢ phu nir mang
thai hodc phu nir trong do tudi sinh san khéng sUr dl:mg cac bién
phap trénh thai hiéu qua trong sudt thoi gian diéu tri bang valproat.

al

Thén trong

Acid valproic c6 thé gay ton thuong gan nghiém trong, dédc biét hay
gip trong 6 thang dau tién ding thude. Do d6, bénh nhan can dugc
gidm sat chit ché céc triéu chimg khdng ddc hiéu ciua ri loan chirc
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niing gan (nhu mét méi, phi mét, chan 4n, non...). Ngodi ra, cAn
thyc hign xét nghiém danh gia chirc nang gan i thoi diém truée
va dinh ky trong qud trinh diéu trj. Nguy co xufit |1i‘én dgce tinh trén
gan cao hon trén tré em (dfc biét la tré dudi 3 tuoi) }'é Cé'c bé'nh
nhan sir dyng ddng thai nhiéu thude chbng co gift, mac Ch“’_‘?‘ "5{
loan chuyén héa bim sinh, dong kinh ning kém cham phat tricn tri
tu¢ hodc bénh nio hiru co. i
Sir dung acid valproic c6 thé gdy viém tyy de doa tinh mang tren
ca ngudi lon va tré em. Phan img nay co thé xuat hign sém sau khi
béit ddu sir dung thude nhung ciing cé thé chi khoi phat sau mot vai
ndm diéu tri. Nhimg bénh nhin c6 cac trigu chimg nhu dau bung,
budn non, ndn, chan an, cin duge tham kham y khoa ngay (bao
gdm xét nghiém amylase huyét thanh). Néu c6 chan doin viém
tuy, cAn ngimng acid valproic va sir dung li¢u phap dicu t{i thay the.
Do nguy co cao gy di tat thai nhi va rdi loan phat trien & tré SO
sinh, khong nén sir dung acid valproic cho phu nir trong do tuF‘:i
sinh san. Néu phai sr dung thubc trén dbi tugng nay, can khuyen
cao bénh nhan sir dung bién phap trénh thai hiru hi¢u. Bénh nhan
nir c6 ké hoach mang thai cin cb ging chyyén sang cac bién phap
didu tri khc thay thé trudc khi thy thai, néu co thé. ,
Acid valproic ¢6 lién quan dén bénh ndo do tang amoniac huyet.
Can do néng d§ amoniac !myél trong truéng hop hén mé, nén hojc
thay doi trang thai tim than khong rd nguyén nhén, dac biét khi sir
dung thudc dong thoi vai tolpiramat. Néu nong 46 amoniac trong
mau tang cao, cin nhic ngimg acid v.alpr?ic‘ o )
Do acid valproic c6 thé gay giam tiéu cau va i che ket tap tiéu
chu, cin theo ddi sé lugng tiéu cau va cac xét nghiém dong mau
trrge va trong qua trinh sir dung thude. Néu xudt hién cac diu hidu
xuét huyét, bAm tim hogc cac réi loan dong méau/cam méu, c the
can giam lidu hodc tam ngimg sir dung acid valproic.

Céc thudc chéng dong kinh, bao gom acid valproic, co thé thic day
y nghi ho#c hanh vi ty sat. Do do, bénh nhin can duge theo doi cac
déu hiéu bt thuong lién quan dén ¥ dinh hodc hanh vi tur sat va c6
bién phép diéu tri thich hop.

Khong nén ngimg dot ngdt acid valproic do ¢6 thé lam xuat hién
con dong kinh géy thiéu oxy de doa tinh mang.

Cén thén trong khi ding thudc trén bénh nhan mac lupus ban do
hé thong.

Thoi ky mang thai

Sir dung acid valproic trong thoi ky mang thai ¢6 thé 1am ting nguy
co khiém khuyét 6ng than kinh va cac di tat bam sinh khac (dj tat
so - mat, hé tim mach va cac td chire khac). Phoi nhidm véi acid
valproic trong tir cung c6 nguy co lam giam chi s6 IQ va gay anh
huéng bét lgi dén nhan thire cia tré nho. Do dé, khong nén sir dung
acid valproic cho phu nir mang thai dé didu tri dong kinh hodc rdi
loan lugmg cye, trir khi cac lya chon diéu tri khéc da thit bai hodc
khong thé ap dung. Can tuyét déi tranh sir dung acid valproic dé du
phong dau nira dau trong thoi ky mang thai. Trong nhing truong
hgp phii chi dinh acid valproic trén phu nir mang thai, cin ding
liéu thap nhat ¢6 hiéu qua va wru tién ché do lidu chia lam nhiéu lin
trong ngay dé tranh hién twgng ndng dg dinh trong huyét twong qua
cao. Nguy co dj t4t thai nhi tang 1én véi lidu trén | g mdi ngdy. Can
can nhic ky hiéu qua va nguy co cia thude.

Thi ky cho con b

Valproat dugc bai tiét vao sira véi ndng do twong duong khoang
l'~ lp% nong d(f? trong huyét thanh cua ngudi me. Ba ghi nhan mot
sf? roi loan huyet hoc trén tré dang ba khi ngudi me duge diéu tri
bang acid valproic. Do dé, cin than trong khi sir dung thude trén
phu nir dang cho con bi.
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Téc dyng khéng mong mubn (ADR)

Thiromg gép

TKTW: dau déu, chong md, run, ngit ga, nhin ma, song thi, rung
gidt nhin cdu, do gide, tim thin bat 6n, suy nghi bt thuémg, hay
quén, lo du, lu lan, déang di bat thuéng, di cam, tang truong luc co,
roi logn tinh céch, gidc mo dj thudmg,

Tim mach: nh;p tim nhanh, ting huyét 4p, d4nh tréng ngue.

Tiéu hda: budn nén, nén, ticu chay, dau bung, chan én, kho tiéu, ting
cam gidc ngon miéng, day hoi, non ra mau, ¢ chua, ap xe quanh ring.
Da: phél ban, ngua da kho, bat thucmg mong tay va nén mong tay.
Huyet hoc: thiéu mau, giam tidu cdu, xuit huyét.

Noi tiét va chuyén héa: ha natri huyét, ting can, pht ngoai vi, rdi
loan kinh nguyét.

Gan: ting AST, ALT huyét thanh.

Ho hap: hoi chimg ctim, nhiém tring, viém hong, khé thd, viém
xoang, viém phéi, ho, chay méu cam.

Co - xuong - khép: dau co, dau khép, chuét rit, yéu co.

It gap

TKTW: hén mé, bénh ndo, nga lim, héi chirng Parkinson c6 hi
phuc, co giat.

Tiéu hoa: viém tuy.
Noi tiét: hoi chimg bai tiét ADH bt thuong, hoi chimg cuong
androgen (rim 16ng, nam héa & nir gidi, trimg ¢4, h6i ¢ nam gidi
va/hodc ting androgen), vo kinh.

Huyét hoc: giam toan bd huyét ciu, giam bach céu.
Co - xuong - khép: giam mat dé xuong, thua xuong, lodng xuong
va gy xuong.

Khéc: tran dich mang phéi, viém mach, phtit mach, ha than nhiét,
suy than.

Hiém gap

Than kinh va tim than: suy giam tri nhé c6 héi phuc kém teo néo,
r6i loan nhén thire, réi loan kha nang hoc nhé, ting hoat tinh (dm
than van ddng, hanh vi bat thudmg.

Noi tiét va chuyén hoa: tang amoniac huyct theu nang myen giap.
Huyel hoc: suy tu), bao gom bat san héng cau, mét bach cau hat,
thiéu mau hong cau to, hdi chimg loan san tuy.

Da: hoai tir thugng bi nhiém dgc, hdi chimg Stevens-Johnson,
héng ban da dang, phat ban kém tang bach cu wra acid vi céc trigu
chimng toan than. )
Hé sinh san: vo sinh & nam giéi, vi to & nam, héi chimg budng
trimg da nang.

Tiét niéu: dai dim, viém Ong than mé k&, hdi ching Falconi c6
héi phuc.

Xét nghiém: giam cac yéu t6 dong mau, xét nghiém dong mau bat
thuong (kéo dai PT, INR, aPPT, TT).

Hudng din cach xir tri ADR _
Ting enzym gan trong khi diéu tri bing acid valproic thuong xuat
hién thoang qua, dac biét trong thoi gian dAu sir dung thude. Tuy
nhién, do acid valproic co thé gy ton thuong gan nghiém trong
va dan dén tir vong, nhitng bénh nhan c6 dau hiéu ting enzym gan
can dugc tai danh gia 1dm sdng va cdn 1am sang (bao gbm thoi gian
prothrombin) cho dén khi enzym gan tré vé gidi han binh thub'ng
Céan ngimg sir dung thudc néu thoi gian prothrombin kéo dai bit
thuémg, dac biét khi co céc trigu ching bat thuomg khéc kém theo.
Cin tién hanh cac xét nghiém: Chic ning gan, thoi gian dong
méu, tiéu ciu, cong thirc mau trude va trong qua trinh sir dung
thude. Xét nghi¢m chirc nang gan cén dugc thyc hién dinh ky trong
6 thang diéu trj dau tién. Nén tién hanh xét nghlcm cong thirc mau
va thoi gian dong méau dinh ky trong qué trinh diéu tri va trudc khi
phau thuit.

Cén nhéc bd sung vitamin D trén cic bénh nhan bat dong trong
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thoi gian dai hodc it tiép xuc vi anh sang mit troi hode ¢6 ché &%
an thiéu calci.
Liéu lugng va cdch dung

Cach ding
Acid valproic va natri divalproex chi duge sir dung theo dugng

uong Natri valproat co thé duge dung theo dudmg uoﬂg hoge
truyén tinh mach.
Pudmg udng: Vien nang acid valproic phai duoc nuét nguyén Vién,
khong duoc nhai, dé tranh kich img tai chd & miéng, hong. Néu x;,
ra kich img duong tiéu hoa, thude c6 thé udng cung thirc in hozc
khéi dau vai liéu thap hon, sau do tang liéu tir tir. Nhimg bénh nhap
khong dung nap dugc acid valproic va natri valproat do tac dung
bat loi trén duong tiéu hoa co thé dung nap voi natri divalproey.
Vién nén giai phong cham dugc ubng 2 lam‘ng&y Khi ding vigy
glai phéng chidm natri divalproex thay thé cho dang acid valproic,
lidu dung hang ngay va phac do diéu trj quy dbi tuong duong,
Vién glzh phong kéo dai natri divalproex dugc u()ng 1 ldl’lfngay va
phai nudt nguyén vién, khéng duoc nhai hogc bé gay. Vién nén gjz
phéng kéo dai natri divalproex khong tuong duong sinh hoc vg;
vién nén giai phong cham.
Dung dich udng natri valproat khdng nén diing ciing nude soda vi
6 thé giai phong acid valproic gay kich ng tai chd ¢ miéng, hong
va ¢6 vi kho chiu. Khong dugce dung ciung vai dd an nong hodc dé
ubng nong.
Truyén tinh mach: Can pha loang thude tiém véi it nhat 50 ml dich
truyén tinh mach twong hop (dung dich dextrose 5%, natri clorid
0 9/6, dung dich Ringer lactat). Dung dich da pha loang can duge
truyén trong thoi gian > 60 phit, téc dd truyén khéng duge vugt
qua 20 mg/pht.
Liéu lugng
Puong ubng:
Déng kinh:
Ngudi 16n va tré em > 12 tudi: Lidu khéi dau thuong dung la
15 mg{'kgfngéy (thuémng trong khoang 500 - 1 000 mg) d6i vai dong
kinh con ving y thitc don gian hogc phirc tap, 10 - 15 mg/kg/ngay
déi véi dong kinh cuc bd phirc tap. Sau do, ting liéu timg budc
5 - 10 mg/kg mdi tudn cho dén khi kiém soat dugc cac con dong
kinh hoac xuat hién cic ADR ngan can viéc tang thém liéu. Liéu
khuyén céo tbi da 1a 60 mg/kg/ngay. Néu tf)ng liéu hang ngay vrgt
qua 250 mg/kg, can chia liéu dé udng 2 - 4 14n mdi ngay (trir truomg
hop vién nén giai phong kéo dai ding 1 lanfngay) Néng d¢ diéu tri
ctia valproat trong huyét trong thudmg nam trong khoang 50 - 100
microgam/ml.
Tré em 1 thang - 11 tudi: Liéu khoi diu 10 - 15 mg/kg/ngay, chia
lam 2 - 4 lan (t5i da 600 mg/ngdy); lidu duy tri thuong dung la
25 - 30 mg/kgfng&y, toi da 60 mgfkgfngay néu liéu vuot quéa
40 mg/kg/ngay, can glam sat cac théng s6 sinh hoa va huyet hoc.
Réi logn lwedng cuee: Lidu khoi dau trén nguoi 16m 1a 750 mg/ngdy,
chia 1am 2 - 3 lan (1 lan/ngay néu dung vién giai phong kéo dai
500 mg hodc 2 lin/ngay néu ding vién giai phong chim 250 mg);
sau d6, nhanh chong tang liu dé dat dwoe dép (mg 14m sang mong
mudn nhung khéng vurgt qua 60 mg/kg/ngay.
Du phong dau nira dau: Liéu khéi diu trén ngudi lon 1a 500 mg/
ngay, chia 1am 2 lan (hoic 1 lan!ngAy néu dung dang vién g1a1
phong kéo dal}, sau do, ¢6 thé ting lidu Ién t6i 1 g/ngay néu cén.
Bu'o'ng lruyen tinh mach: Khi bénh nhan khong thé sir dung duﬂ'ﬂg
udng, co thé dung thudc theo duimg rmyen finh mach dé diéu tri
dong klnh voi lidu va tan suét ding thudce tuong tr nhu khi dung
duong ubng. Can chuyén sang dung duéng ubng ngay khi dieu
kién ldm sang cho phép. Sir dung valproat duong tinh mach trong
thot gian dai hon 14 ngay chua dugc nghién ciru.



pregé¥N? _
iéu chinh liéu ll’él} cic :Séi tuomg dic bigt:

genh nhdn a0 oi: Can giam lidu khéi du g
(hii €U acicl vniprﬂlc dang ' do va tang nhay ¢
o gd). Li;_u d:mg sau. d? car‘I duge didy chinh
gum_ iré tudi, ﬂolng [.h,e“ ca;n g14m sat chit che tinh trang 4n ubng
o pénh nhan, datu hicu‘mm nudc, nlgﬁ 2a va cic ADR khéc‘.

uy gidm chirc nang than: Khéng can hiéu chinh liéu; khéng cin
bf'; qung thém liéu sau khi tham tach mau, thim phin phiic mac
bod 1o¢ méau dong mach - tinh mach lién tyc, :
suy gidm chic nang gan: Khong ding thude trén benh nhin c6
bénh gan hodc suy giam chirc nang gan déng ké.

5 g, ré Vi thanh nié{n ni, Phu nix trong &6 wéi sinh san va phu
it nang thai- Can khsi ddu didu tri va gidm sit chit ché b b o
6 kinh nghiém. Chi nén sir dung thude khi céc bién phap diéu tri
khic khong c6 hidu qua h‘oz',ic bénh nhén khong dung nap duge. Cf‘ir;
danh gid can than can bang loi ich - nguy co trong mdi lan thim
kham dinh ky, tot nljéL ké don duéi dang don tri li¢u ¢ liéu thap
ohit co higu q?aA Liéu hang ngdy nén dugc chia thanh 2 liéu don
hodc néu c6 thé, nén sir dung dang vién giai phong kéo dai dé tranh
nong do dinh trong huyét tuong cao.

O giam d¢ thanh
dm véi cdc ADR
chdm hon so véi

Tuong tic thude

Cic thuoc cdm tmg enzym (bao gdm, phenytoin, phenobarbital,
carbamazepir, nfal"nplc‘]‘n) 1am giam nong 4§ valproat trong huyét
twong. Can hiu chinh liéu theo ddp (mg 1im sang va ndng do thude
trong mau khi str dung dong théi véi cac thube nay. Ngoai ra, khi
sir dung dong thi v6i phenytoin hogc phenobarbital, cin theo di
céc triéu chimg ting amoniac huyét do ndng d6 céc chét chuyén
héa cta acid valproic ting 1én,

Khing sinh carbapenem c6 thé 1am giam dang ké ndng d¢ acid
valproic trong huyét tuong, dan dén mit kha nang kiém sot
dong kinh. Tranh sir dung dong thi acid valproic va khang sinh
carbapenem néu c6 thé. Néu bét bude phai sir dung ddng thdi, can
gidm sat nong d¢ valproat trong mau.

Cdc thubce tee ché TKTW, vi du phenobarbital, primidon, rugu co
thé hiép dong tac dung trc ché TKTW véi acid valproic. Do do, can
gidm st chdt ché ddc tinh trén TKTW khi sir dung ddng thdi cac
thube nay.

Do acid valproic c6 thé anh huong dén thoi gian chay méu, tac
dung cua cdc thuée chong huyét khéi nhu aspirin va warfarin ¢6
thé bi thay déi khi sir dung dﬁng thai vai acid valproic. Do do, can
thyc hién cac xét nghiém dong mau trong thoi gian st dung dong
thoi céic thude nay.

Cac twong tdc khdc:

Céc thude c6 thé 1am ting ndng do trong méu va/hodc tac dung/
doc tinh cua acid valproic: Clorpromazin, risperidon, felbamat,
salicylat, topiramat, erythromyecin.

Céc thudc co thé 1am giam nong do trong méau vivhodc tic dyung
cua acid valproic: Cholestyramin, thudc tranh thai chira estrogen,
cilestatin, orlistat, mefloquin, ritonavir, acyclovir.

Acid valproic c6 thé 1am ting nong d¢ trong mau va/hodc tac dung/
doc tinh cua: Amitriptylin, rufinamid, lopinavir, ethosuximid,
zidovudin, lamotrigin.

Acid valproic ¢6 thé 1am giam ndng d9 trong méau va tac dung cua:
Olanzapin.

Qua liéu va xir tri _

Qua liéu: Acid valproic co thé giy ngi gd, bloc tim va hon mé sau.
Di ¢6 truomg hop tir vong do qué liéu acid valproic.

Xie tri: Do acid valproic dwoc hép thu rt nhanh, rira da day chi co
tic dung han ché, tuy nhién, gdy non hodc rira da day c6 thé c6 hiéu
qua véi trudng hop vién nén giai phong chdm tiy theo thai gian
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ké tir khi ubng thude. Cin 4p dung céc bién phap hd trg chung, dic
biét cén duy tri cung lrong nirde tidu phi hop. Théim tach méu co
thé gitip loai bo mot phin thudc trong mau. .
Naloxon ¢6 thé dio nguge tic dung Uc ché TKTW cr;la‘ acid
valproic khi diing qu4 liéu. Tuy nhién, do naloxon ciing cb the Iﬂn?
mét tic dung chéng déng kinh cua valproat, can than trong khi
dung naloxon.

Cdp nhat lan cuoi: 2017.

ACID ZOLEDRONIC

Tén chung quée té: Zoledronic acid.

Ma ATC: MO5SBAUS.

Loai thuc: Thube (e ché hily xwong.

Dang thubc va ham lrgng

Lo 4 mg/5 ml dé pha truyén tinh mach, 4 mg/100ml, 5 mg/100 ml.
Dwrgre lyc hoe ~ .
Acid zoledronic 14 mdt bisphosphonat téng hop, thudc dan xuat
imidazol. Acid zoledronic cé céu triic va tac dung tuong tu cac
bisphosphonat khac nhu alendronat, risedronat va pamidronat. Céc
bisphosphonat déu la céc chat twomg tu pyrophosphat, co i luc cao
véi hydroxyapatit cia xuong va uc ché hoat dong cua cac té bao
hily xuong. Céc bisphosphonat ciing (¢ :che‘ sy tao thanh va hoa
tan céc tinh thé hydroxyapatit, do d6 c6 tiém nang (rc ché qua trinh
khoang hoa xuong.

Acid zoledronic irc ché hoat tinh ciia cac té bao huy xwong va sy
giai phong calci tir cac khdi u, do d6 1am giam calei huyét. Trén
nhitng bénh nhén tang calci huyét do khéi u 4c tinh, acid zoledronic
lam giam ndng dd calci va phospho huyét, dong thai ting bai tiét
cac chit ndy ra nude tiéu.

Nghién ciru lau dai trén dong vat cho thay acid zoledronic trc ché
tiéu xuong nhung khong c6 tac dung xau dén tao xuong, khodng
héa hoic ddc tinh co hoe cua xuong. Ngoai tac dung (re ché manh
trén xuong, acid zoledronic con c6 nhiéu dic tinh khang u, gop
phin mang lai hiéu qua toan bd trong diéu tri di can vio xuong.
Cac dic tinh sau diy di duoc chimg minh trong cac nghién ciru
tién 1am sang;

In vivo, tic ché tidn xuwong do hiy cbt bao lam thay déi vi méi
trudomg tiy xwong gay bét lgi cho su phét trién cac té bao u, lam
giam hoat tinh sinh mach méu va c6 tic dung chéng dau.

In vitro, (ic ché ting sinh nguyén c6t bao, ¢6 hoat tinh kim té bao
truc tiép va 1am chét cac té bao u, hiép ddng tic dung kim té bao
két hop véi cac thude chdng ung thu khéc, tac dung chéng bam
dinh, xam lan té béo.

Duwge djng hoe

Nong d¢ acid zoledronic trong huyét twong tang 1én nhanh chéng
ngay sau khi truyén tinh mach. Ty 1& gin véi protein huyét trong
thép va rit khac nhau gira cdc nghién ciru, khoang tir 22% dén
56%. Acid zoledronic khéng bi chuyén hoa, khoang 23 - 55% liéu
dung duoc thai qua than dudi dang khéng doi trong vong 24 gid,
phan con l:;}i chii yéu luu giir & xuong va dao thai rat cham. Nira doi
thai trir cuoi cing khoang 146 gio. Toc do thai trir acid zoledronic
qua thén giam xudng & nhimg bénh nhan suy than nang.

Chi dinh

Diéu tri ting calci huyét do khéi u ac tinh.

Di cén xuong do ung thur hay ton thuong xuong do bénh da u tily xuong,
Bénh Paget xuong,

Diéu tri lodng xwong (& phu nir sau man kinh, nam giéi 1ém tudi,
lodng xuong do sit dung corticoid).




