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Rx_Thudc ndy chi dimg theo dem thubc

EPILONA DR
Vién nén bao tan trong rodt Natri valproat 200 mg/500 mg

THUOC POC

Doc &y Inrdmg ddn s dung trudc khi dung
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THANH PHAN VA HAM LUQNG

Mdi vién nén bao tan trong rudt 6 chin:

Hogt chit:

Vién mén bao tan trong rudt Natri valproat 200 mg: Natni valproat ... 200 mg

Vién mén bao tan trong rudt Narri valprost 500 mg: Natri valproat..... ... 500 mg

Té duyc vira &i: Caka silicat, natn croscarmellose, crospovidon X1, silicon dioxid, magnesi

stearst, Vivacoat PA-1P-000 (thinh phin: tak, titan dioxid, hypromellose 6, polydextrose,

polyethylen glycol 3350), Acryl-Eze [l (thdnh phin: methacrylic acid copolymer, tak, titan

dioxid, poloxamer 407, calci silicat, natri lsuryl sulfat, natn bicarbonat).

DANG BAO CHE

Vién nén hao tan trong rujt Natri valproat 200 mg: Vién nén bao tan trong rudt miu tring, béng

ling, khing bong mit, hinh tron, hai mit kwm v tron ling, canh v thinh vién linh Bin,

Vién nén bao tan trong ruit Newi valproat 500 mg: Vién nén bao tan wong rudt miu tring, bong
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Ding thudc dwdmg ubng trong didu tn bénh ddng kinh todn thé, cuc bd bojic cic bénh d9ng kinh

khic.

LIEU DUNG VA CACH DUNG

Diing thudc bing dudmg udng.

Nhu ciu w lidu ding hing ngiy thay 48i wy theo 45 tudi vi wong hryng co thé. Udng nguyén
vién vi khing dupc nghaén ndt hodc nhai.

Liéu ding:

Nhu cAu thuromg diing nhy sau:

Ngwi I

Nén bit diu vén lifu 600 mg mdi ngiy, ting 200 mg sau khodng ba ngiy cho dén khi dgt kiém
sodl. Lidu ding thudmg trong khodng 1000 - 2000 mg/ngiy, tirc | 20 - 30 mg/kg cin ndng mdi
ngly. N&u chua dat duge kidm sodt dly & v khodng lidu niy, cb thé ting lidu dén 2500
mg/ngay

HR.BE. wbk

Nén bit diu véi lidu 400 mg/ngiy (khing phim bift cin ning) véi cic lin ting ngiit quing cho
dén khi dat dupe kiém sodt; lidu dimg thedmg nim trong khodng 20 - 30 mg/kg cin ning mdi
n‘w.Z?%&-Elgigggisu-.w.&i&a:r..nm.uunﬂ\ru
ciin ning mdi ngiy

Iré em chaii 20 kg

20 mg/kg cin ning mbi ngiy; trong nhimg tnuimg bop nghiém trong cb thé ting liés nhumg chi
ting ¢ nhimg béuh nhin co thé theo 45 nbag 4 acid valproic trong huyét tuong. Véi lidu trén
40 mg/kg/ngdy, cin luu § & thing sb hia hoc im sing va huyé hoc.
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Mic dit cb sy ditu chinh duopce ddng hoc ciis nawri valprost & nguii cao tubi nhung ¥ nghis lim
sing cbn hyn ché vi nén xic dmb kiéu Jugng bing cich kiém sodt co gift. Thé tich phin b &
ngudi cao wdi ting vi vi gidm hén k& véi albumin huy& thanh nén ting ty 1¢ thubc 1y do, Pidu
ndy dnh haomg dén wifc gidi thich vé nbng 49 acd valprowc buyé nrong tréa lim sing.

Bénh nhan suy thén

Cé thé cha phii gidm liku lugng. Nén didu chinb héu dimg theo sy gidm sit trén lim sing vi viéc
xéic dinh néng 49 thudc trong huyét tuong c6 thé bi sai léch.

Bénh nhén suy gon

Khdng nén sit dung ddng théni cic salicylat vé nstn valproat vi cic thube ndy cé cing mt qui
trinh chuyén hoa.

Réx logn chirc ning gan, bao gom suy gan din 4én tir vong, di xiy ra 6 phimg bénh nhin dugc
diéu ) bing acd valproic.

Khing nén siz dyng salicylat cho tré em dudi 16 tubi. Ngodi ra, khi sir dyng ddng théri vén natni
valproat & wé em dudi 3 tudi c6 thé lim ting nguy co nhiém djc gan.

Valproal phii duge bit diu vi gikm sét béi bic i chuyén khoa cb kinh nghiém kiém sodt bénh
ding kanh. Khéng nén sir dyng valproat cho tré em gis v phy ol c6 khi ning sinh sin triy khi
cic phuong phip diéu trj khic khdng hidu qué hojc khong dung ngp dugc.

Valprost duge ké dom va cip phit theo chuong trinh dy phéng mang thai. Cho xem xé lgi co
thiin nhimg g1 ich v rin ro khi cin nhic diéu 1) thuomg xuyén.

Té hom i nén ké don valproat dudi dang dom tn) béu va & lidu thip nhit c6 hifu qud, dudi dang
gidi phong kéo dii néu b thé. Nén chia liéu hing ngay thiab it nhit hai liéu don.
Daéu try két hop

Khi bit dio siv dyng natri valprost cho nhitng béah nhin d3 ding cic thubc ching co gijt khic,
nén gidm din cic thubc d6; sau 46 khin diu didu try matn valproat tir tir, vou lidu myc tiéu dat
duge sau khodng 2 tuhn Trong mit s6 wrudmg hop nbdt dmh, cb thé chn ting lidu lén 5 - 10
mg/kg/ngiy kin si dyng k& hop vin cic thuéc ching co gift cim (mg enzym gan, nhu
phenyiom, phesobarbital vi carbamazepin. Ngay khi ngimg chit di biét cim img enzym, cb thé
duy tri khi ning kiém sodt co gift khi gidm lidu natri valproat. Kii phbi bop véi barbiturat va
néu cb hién tugng an thin (dhc bift & tré em), nén gidm lidu barbiturat.

Lay § O wé em chn hidu cao hon 40 mg/kg/ngiy, chn theo ddi cic thing sb hés boc vi huyé
hoc wén lAm sang.

Laby tfs wu duge xic Amb chei yéu bing vigc kiém sodt con co gift vi khéng chn thiét do ndng
45 thubc wong hwyl wong twimg xuyén. Tuy shién, phuong phép do ning 4 thubc rong
bhwydl tmong ki dgog vi cb thé hiru ich khi kiém sodt kém hofic nghi ngd cb tic dyng phy.
CHONG CHI DPINH

Namn valprost chiémg chi dinh wong cic truémg hop sau:

- ggag@ggaénzrgsuavguvv-v&?s.?wiiarg.

= Phu nir ¢ khi niing sinh sdn tnlr khi cée ¢jdu kién cia chuong trinh dy phong mang thai
duyc dép img.

= Qud min v natri valproat hofic bit ky thanh phin ndo cia thude.

- Bénh gan hogt ddng, hodc tién sir cd nhin hay gia dinh bj rdi logn chirc ning gan njng, djic
bidt 6 lién quan dén thubc.

- Binh nhin bj rdi logn chu trinh uré 44 x4c djnh.

- Bénh rdi logn chuyén héa porphyrin.

- Béoh nhin duge xéc dinh bj rdi logn ty thé do 40t bién gen md héa enzym polymerase y
cla ti thé (POLG), nhur bdi chimg Alpers-Huttenlocher vi & tré em dudi 2 tudi nghi ngd ¢6
rdi logn lién quan dén POLG.

CANH BAO VA THAN TRONG KHI DUNG THUOC
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valproat, chi nén ngimg thude tr tr dudi sy gidm sét cia bc sT chuyén khoa do sy thay ddi di

ngdt vé ndng 49 thudc trong huyét twong lim tdi phit cée trigu chimg. Vién Y 1é v Chdt lugng

Didu trj Quéc gia Anh (NICE) di khuyén cdo ring vide chuyén ddi gitra cic ehd phdm generic

valproat thudmg khdng duge khuyén khich do nhimg tic ddng lim sing cila sy thay ddi ndng do

trong huyét twong o6 thé xdy ra.

Cinh béo djc bijt

Réi logn chirc ndng gan:

Diéu kién xdy ra:

.—.?.gaw-:-ﬂzggv-ow?uEwgonga_—aa?aél.zm_sasﬁzogo.

Kinh nghi¢m vé bénh ddng kinh cho thiy nhimg bénh nhin c6 nguy co cao nhdt, dic bi¢t trang

cic trudmg hop didu trj bing nhidu thube chdng co gift, 1A tré 5o sinh vi djie bit 1A tré nho dudi

3 tudi vi nhimg bénh nhin bj réi loan co gift nng, bénh nlo hitu co, va (hodc) réi logn chuyén

héa bim sinh hojic bénh thodi hda lién quan dén chim phit tnén tri e, Sau 3 wdi, 1y 1§ mic

bénh giam di ding ké va gidm din theo tudi.

Nén trinh sir dyng dbng thin voi salicylat cho tré em dwdi 3 tudi do nguy co nhilm dgc gan.

Ngodi ra, khing nén ding salicylat cho tré em dudi 16 tudi.

Khuyén cio ding valproat dom trj lifu cho tré em dun 3 tudi, nhung nén cin nhic lgi ich tiém

ning cla valproat véi nguy oo t1da thuong gan hojc viém ty & nhimg ddi tegmg ndy trude khi

bit diu didu .

Ezcrworngg&ag‘a%ﬂgﬁ»wigogwﬁca?i.r.z&:n

thin gian c6 nguy co cao nhdt 14 2 - 12 tudn.

Déu hi¢u gy y-

Céc trigu chimg lim sing rit cin thiét d¢ chdn dodn sém. Dic bidt, cln xem xét céc tinh trang ¢6

thé xdy ra trude bénh ving da, dic biét 1 & nhimg bénh nhin ¢6 nguy co nhu sau:

- Cic wi¢u chimg khdng djc higu, thudmg kbéni phit ddt ngdt, ching han nhu suy nhuge,
khd chiju, chin dn, hdn mé, ph vi budn ngi, ddi khi ké hgp véi nén nhiéu lin va dau
byng.

- Binh nhin bj dfng kinh, cic con co gifit ti phit.

Dy li ddu higu d¢ ngimg thudc ngay lip tic.

Hudmg din cho bénh nhin (hojc ngudi thin déi vin tré em) bio cdo cho bic si ngay khi xdy ra

bt ky ddu hi¢u ndo nhur trén. Phai tién hinh nhimg cudc khio st bao gdm khim lim sng vi

dénh gid sinh hoc vé chirc ning gan ngay Lip tirc.

Phat hién:

Nén kiém tra chirc ndng gan truie khi didu tr va sau 6 theo ddi djnh ky trong 6 thing diu diéu

tri, dic bigt & nhimg nguin duge xem li cb nguy c0 cao nhit va c6 tién sir bénh gan.
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ty I¢ prothrombin, Ii c6 lién quan nhit.

Khi xéc nhin ty I¢ prothrombin thip bt thuémg, dic bit lién quan dén céc bit throng sinh hoc

khic (gidm ding ké fibrinogen vi chc yéu 16 dong mdu, ting nbng d bilirubin va ting

transaminasc) phdi ngimg li¢u phip valproat.

D¢ dé phang va trong trudmg hop sir dung dbng thii, nén ngimg salicylat vi cic thudc ndy 6

cing mt qué trinh chuyén héa.

Gibng véi hiu hét cic logi thube chéng ddng kinh, thuémg gip ting enzym gan thodng qua, djc

bidt 1 khi bt diu diéu trj.

Khuyén cio xé& nghiém sinh hoc nhiéu bon (bao gbm 1y 1§ prothrombin) & nhitng bénh nhin

ndy, cb thé cin nhic gidm libu khi thich hop va 1ip lai cic xé nghi¢m khi cin thide

Viém tyy:

Viém tyy, cb thé ning va din dén tir vong, rit hiém glp. Nén dénh gi y té kip thoi (bao gdm do

amylase huy& thanh) cho nhimg bénh nhin budn nén, nén hofic dau byng clp tinh. Tré em c6

nguy co djc biét, nguy co gidm khi wdi cing cao. Pyng kinh va suy gidm thin kinh nghiém
trong két hop vi liu phip chéng co gidt b thé 14 yéu 16 nguy co. Suy gan két hop viém tyy
lAm ting nguy co tir vong. Trong trudmg hgp viém tyy, nén ngimg st dyng valproat.

Tré em gdi, phy nix cé khé ndng sinh sdn vé phy nik co thai:

) oot hai;

Valproat ¢6 kha ning cao gy quai thai va tré em tiép xtc vdi valproat trong tir cung ¢6 nguy co

cao bj dj tit bAm sinh va réi logn phit trién thdn kinh.

Chbng chi djnh natri valproat trang cdc trudmg hop sau:

- a.:!u__&_._QEE-_gggunovgﬁvavaﬁtiﬁnsggzixi

- Phy nit cb khé ning sinh sin trir khi céc diéu kign cia chuong trinh dy phong mang thai
duge dip img.

Diéu ki¢n ciia Chuomg trinh dy phong mang thai:

Nguin ké don phai dam béo:

- Dénh g bodn cinh cé nhin trong timg truémg hop. Cln phai thdo lujn véi bénh nhin aé
dim bdo sy tham gia, thao lufin vé chc lya chon diéu trj va ddm bdo sy hibu biét cia ho vé
cée rlii ro va che bign phip cn thiét dé gidm thiéu nii ro.

- Dénh gié khd ning mang thai v6i tht cd céc bénh nhin nd.
- Béah nhin di hifu vA thira nhdn chc nguy co dj 1t bAm sinh va rbi logn phat trién thin

kinh bao gbm ci mic 40 coa nhiing ri ro ndy ddi véi tré em tiép xie véi valproat trong tir

cung
- Bénh nhdn hibu cho phai thir thai truée khi bt dhu didu trj va trong khi didu tri, néu cdn.
- Béuh nhin duge tu vhn vé cic bign phip trinh thai va bénh nhin c6 khé ndng tudn th yéu
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bing valproat.

- Bénh nhin hiéu sy cin thiét cda vige dinh g4 diéu trj thutmg xuyén (it nhét hing nim) boi
chuyen gia 6 kinh nghi¢m didu trj bénh ddng kinh.

- Bénh nhin hidu ring cin phii hi § kién bdc ST ngay khi c6 ké hogch mang thai dé dim
bao thio lujn kip thdi vi chuyén sang cic phUOng phip didy tri thay thé truée khi thy thai
va trude khi ngimg sit dyng bién phép trénh thai.

- Bénh nhin hiéu ring cin phai khdn trrong hot § kién bic s trong truomg hop c6 thai.

- B¢nh nhin thira nhdn ring di hiéu cic nguy hiém v cic bign phip phong ngira cln thiét
lién quan dén sir dyng valproat, .

Nhiing didu ki¢n ndy ciing lién quan dén phy nit hién khdng hogt dong tinh dye trir khi ngurdn ké

aa;n..uzoo_waosawrvrﬁngiwr:gunoagoqgu?w

Tré em gdi

Ngudi ké dom phai didm bio:

- Cha mg¢/ngun chim sc cila tré em gai hiéu riing cln phai lizn b vor béc sT chuyén khoa
ngay khi tré em gdi sir dyng valproat hinh kinh lin dly tien,

- Cha m¢/ngudri chdm séc cha tré em gi i qua ln hinh kinh dlu tién duge cung cip thong
tin todn dién v& cdc nguy co dj tht bim sinh vi rbi loan phét trién thin kinh bao gbm ci
3..388-%:n=383<§§ia=:€~..a§ﬁ_ﬁﬂ.ad._nan_sﬂ

() nhitng bénh nhin di qua lAn hinh kinh ddu tién, bic T ké dom phdi dinh gid lai nhu cdu diéu
iﬁ_?i:.-ugu&&ngngn.?iﬁwigniaztﬁ_igcgu&v
didu tri thich hgp duy nhit, cin thao lufn vé nbu chu sir dyng bign phdp trinh thai higu qui va tit
cd che didu ki¢n khéc ciin chuong trinh dy phdng mang thai. Bic s7 chuyén khoa nén chuyén
sang phuong phép didu trj thay thé tru6c khi tré em ghi dén tudi iruimg thinh.
Th thai
Mang thai phai duge logi trir trrdre khi bt ddu diéu trj bing valprost. Khong duge bit diu diéu
trj bing valproat & phy nit c6 kha ndng sinh sin md khdng c6 két qua thir thai &m tinh (thir thai
biing xé nghi¢m huyét tuong), duge nhin vién y t& xdc nhin dé logi trir sir dyng ngodi ¥ mudn
trong thai ky.
Trdnh thai
Phy nit c6 khd ning sinh sin duge ké don valproat phdi sir dyung bién phép trinh thai hifu qua
khong gidn dogn trong subt thoi gian diéu trj bing valproat. Phai cung cp thing tin win di¢n vé
phong ngira mang thai va chi din bénh nhin dé duge fr vin v& bi¢n phip trinh thai néu bo
khdng sir dung bi¢n phép trinh thai hi¢u qud. Nén s dyng it nhdt mit phuong phip trinh thai
hiéu qud (t6t nhit 14 hinh thirc khong phy thudc vio nguin ding nhu vong trinh thai hofc chy
dudi da) hodc hai hinh thirc trénh thai bd sung bao gbm mdt bién phép rio cin. Nén dinh gid
hoan cinh ¢ nhin trong timg truémg hop khi lyra chon phizong phip trinh thai, cin phai dé bénh
nhin tham gia cudc thio lugn dé dim bio sy tham gia vi tuin thi cila bo v cic bign phip di
chon. Ngay cé khi vo kinh, bénh nhin viin phdi tuin theo tdt ¢ cic o1 khuyén vé cic bién phip
trdnh thai hi¢u qua.
Sin phdm c6 chira estrogen:
28&?«5&§&o§vian_§a§mﬂfo&a&&nz?§iii§&.
¢ chira estrogen, 6 thé 1Am gidm hi¢u qud cia valproat. Ngudi ké don nén theo ddi dép (mg
lim sang (kiém sodt con ddng kinh) khi bt ddu hojc ngimg cic sin phim chira estrogen.
Nguoc i, valproat khong lam giam higu qua cia cdc bign phép trinh thai nd: nét.
Dadnh gid diéu trj hang nam bdi bac si chuyén khoa
Bic sT chuyén khoa nén dénh gid lai it nhit mi nim xem li¢u valproat c6 phdi i phuong phép
didu trj ph hop nhit cho bénh nhin hay khdng.
Ké hogch mang thai
Néu bénh nhin c6 y dinh mang thai, béc si chuyén khoa c6 kinh nghi¢m diéu try bénh déng kinh
phai ddnh gid lai Ligu phip valproat va xem xét cic lya chon diéu trj thay thé. Cin cb ging hét
sirc dé chuyén sang diéu trj thay thé thich bgp truée khi thy thai vi trude khi ngimg sir dyng
bién phap tranh thai. Néu khong thé chuyén dbi, nén tu vin thém vé cic rii ro cia valproat ddi
véi thai nhi dé hd trg b¢nh nhin dua ra quyé dinh sing sudt vé ké hogch héa gia dinh.
Trong trwomg hgp mang thai
Néu mdt phy nir dang sir dung valproat ¢6 thai, phii hoi § kién bic si chuyén khoa ngay lip tirc
dé dinh gid lai diéu trj bing valproat v xem xé cic lya chon didu trj thay thé Bénh nhin mang
thai tiép xGc véi valproat vi ban tinh cua b¢nh nhin phdi héi ¥ kién béc si chuyén khoa cd kinh
nghi¢m vé tién sin dé dinh gid va tu viin cich phdng trinh thai bj phoi nhim.
Tinh trgng co gigt trdm trong hom:
Ciing nhu cic logi thude chong ddng kinh khic, mt s& bénh nhin c6 thé gip, thay vi cdi thign,
tdn suit vd mic 4 con co gijt nghiém trong hon (bao gdm tinh trang d4ng kinh) hodic khdn phit
cdc dang co gift mdi véi valproat. Trong trudmg hop co gidt trm trong hom, bénh nhdn nén hoi
¢ kién bdc si ngay lip tic.
Suy nghi vd hianh vi ty sdt:
Suy nghi va hinh vi ty sit di duge bdo cdo & nhimg bénh nhin didu try bing thudc chéng ddng
kinh trong mt s& chi dinh. Phin tich tdng hop vé cic thir nghi¢m ngdu nhién cé ddi chimg véi
w.»&aa<~=E?n_&gaoaar!_.n?nogi«ﬁ:ugo:a:«naa«gzigsEn»..
Chua biét co ché cia nguy co ndy va dit lidu hi¢n cd khong logi trir khd ning ting nguy co déi
vO1 natri valproat.
Do d6, b¢nh nhin cin duge theo ddi cde ddu hidu vé suy nghi v hinh vi ty sit va cin nhic didu
trj thich hgp. Nén tu vén y té cho b¢nh nhin (vd ngudi chim séc bénh nhin) néu xudt hién diu
hi¢u c6 suy nghl hodc hanh v1 ty sdt
Céc thude nhém carbapenem:
Khong khuyén cdo sit dyng ddng thon valproat véi cde thude nhém carbapenem,
Bénh nhin di biét hojc nghi ngé bj binh ty thé:
Valproat ¢6 thé kich hogt hojc IAm trdm trgng thém nhimg ddu hi¢u lim sing cia cic bénh nén
ty thé do djt bién DNA ty thé ciing nhu gen md héa POLG ghy ra. Dic bigt, suy gan cdp tinh do
valproat gy ra vi ur vong lién quan dén gan di duge bio cdo véi ty 1§ cao hon & nhimg bénh
nhin mdc hdi chimg chuyén héa thin kinh di truyén do ddt bién gen md hoa enzym polymerase
y cta ty thé (POLG), nhu hdi chimg Alpers-Huttenlocher,
Nén dy dodn cde rdi logn lién quan dén POLG & nhimg bénh nhin cé tién sir gia dinh hodic ¢6
ce tridu chimg ggi ¥ cla rdi logn lién quan dén POLG, bao gdm nhung khong gidi han bénh
ndo khong rd nguyén nhin, dong kinh dai ding (cyc b3, mia gijt), tryng thii dong kinh, chim
phat tridn, thodi héa tim thin vin ddng, bénh thin kinh sgi trye cdm gide ~ viin ddng ngogi bién,
rbi logn co do mit didu hoa tiu nilo, li¢t co mét hofic dau nira ddu phire tp ¢o tidn tridu thude
chdm. Nén thye hi¢n thir nghiém djt bién POLG phi hop véri huémg ddn thyo hinh lim sing
hi¢n hinh d¢ danh gis chin dodn che rdi logn nhu viy.

Td dwgc
Natri: Sin phim niy chira khong qué 30,15 mg natr; mdt vién, twong duong véi 1,51% e tés
thy ti da hing ngiy khuyén cio theo WHO 1A 2 g natri cho mit ngudi km.
Thin trong

Céc xét nghigm huyét hoc:
_Cn_w.m.&o.&.:%inag.gicgﬂru&wic?}g‘lgii
xé nghiém ddng méu) trude khi bt diu diéu trj hoge trude khi phin thult, vi trong ruing bop
bdm tim hodic chiy méu ty phét.
Suy thin:

O nhimg bénb nhin suy thin, c6 thé cin phii gidm liéu. Do viéc theo d3i ndng &) thude rong
buyét tvong c6 thé bj sai léch, nén didu chinh lid theo sy gidm sit lim sing

Lupus ban dé hi thong:

Mic di cic rbi logn mién dich hiém khi duoe ghi phiin trong qué trinh st dung valproat, ko ich
ﬁ?.nﬁﬁiﬁ?eﬁ&:zkégan?rqigil&z
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Rbi logn chu trink uré:

Khi nghi ngtr c6 syr thiéu byt enzym cia chu trinh uré, cin tién hinh xét nghiém rdi logn chuyén
héa trude khi didu trj vi nguy co ting amoniac mdu khi diing valproat.

Tang cin:

Valproat rit thuimg giy ting cin, c6 thé rd rét vi uén trién. Bénh nhin nén duge cinh béo vé
nguy co ting cin khi bit ddu diéu trj vi nén dp dyng cac chién luge thich hop dé giim theéu.

Dai théo dwimg:

Valproat dugc thii trir chil yéu qua thin, mdt phin & dgng thé keton, c6 thé cho két qui dwong
tinh gia khi xét nghi¢m nudc tidu cia bénh nhin d4; thio duimg.

Thiéu hyt carnitine palmitoyitransferase (CPT) logi II:

Bénh nhin bj thiéu hut caritine palmitoyltransferase (CPT) loga II nén duge cinh bio vé nguy
€0 idu co vin khi diing valproat.

Ruyu;

Khéng khuyén cio udng rugu khi diéu trj vén valproat.

SUDYNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

*  Ching chi dinh valproat dé diéu trj djng kinh trong thai ky trir khi khing c6 gidi phip thay

thé ndo thich hop dé diéu tr; ddng kinh.
*  Chéng chi dinh valproat cho phy nit c6 kha ndng sinh con tnr khi dip img céc didu ki¢n
cua chuong trinh dyr phdng mang thai.

Gdy qudi thai vé dnh hwong dén sw phét tridn

Nguy co phai nhiém khi mang thai lién quan den valproat

Ca dom tri 1i¢u v da trj li¢u valproat bao gdm cic thuée chdng dong kinh khic thuimg lién quan
dén két qua bt thuémg ciza thai ky. D lidu hién cé cho thdy da tr liéu chéng djng kinh beo
gém valproat c6 thé lién quan dén nguy co dj tit bim sinh cao hom don trj liu valproat.

Valproat di dugc chimg minh c6 thé vugt qua hing rio nhau thai & ci ddng vit vi ngudi.

O djng vir. Tic dung giy quii thai d3 dwge chimg minh trén chudt nhit, chudt cdng va tho.

Dj tGt bim sinh

Di hiéu thu duge tir mit phin tich tdng bop (bao gém nghién ciru thu thip dit lidu v nghién cir
thudn t§p) cho thiy 10,73% tré em cb me bj 8dng kinh phoi nhidm voi valproat dom trj lidu trong
thai ky by di tit bdm sinh (khodng tm ciy 95%: 8,16 - 13,29). Nguy co mic cic di it & dbi
tugng ndy Im hon so vén quin thé binh thuimg von nguy co khodng 2 - 3%. Nguy co phy thude
vilo lidu fugng nhung khéng thé xic dinh liéu dudn ngudng khong b nguy ca.

D ligu hign c6 cho thiy ty I¢ mic cde di tit nho vA I6m ngiy cing ting. Cic dang di tit phd bién
nhdt bao gdm dj tjt éng thin kinh, bién dgng khuin mit, sit mdi vd vom miéng, mirt so, khuyét
@t tim, thin va niu sinh dyc, dj tit chin tay (bao gom bit sin xuong quay hai bén) va nhidu dj
tit lién quan dén cic b¢ co quan khic nhau.

Phoi nhiém véi valproat trong tir cung ciing cé thé din dén suy gidm thinh lyc hodc dide do dj
tt tai vivhojic mili (tic dyng phy) vivhodc ddc tinh tryc tiép lén chirc ndng nghe. Nhidu tradmg
hop md ti ci diéc mit bén v hai bén hojc suy gidm khi ning nghe. K& qua khing duge bdo
cdo cho tit ci cic trudng hop. Phin Iom cic truimg hop khing héi phyc khi bio cdo.

Roi logn phdt trién

Dit ligu cho thiy phoi nhidm véi valproat trong tir cung c6 thé tic dong xdu dén sy phit trién
tmh thin vi thé chit cia nhimg dira wé bj phoi nhidm. Nguy co duomg nhu phy thude vio lidu
hrgng nhumg khing thé xic dinh duge lidu dudi nguing co nguy co dya trén dif ligu c6 sin.
Khdng chic chin giai dogn cy the ndo trong thai ky cb nguy co ddi wi nhilng tic ddng ndy vi
khd ndng xdy ra nii ro trong todn b¢) thai ky 14 khong thé logi tnr.

Cic nghién ciru & tré mdu gido phoi nhidm voi valproat trong tir cung cho thly cé o1 30 - 40%
bi chim phit trién thdi ky ddu nhur ndi va di trd, tri tug kém, k§ ndng ngdn ngit (ndi va hidu) kém
vl cdc viin dé vé tri nhd.

Chi 56 thdng minh (1Q) & tré em trong 49 tudi di hoc (6 tudi) ¢ tidn sit phoi nhidm véi valproat
trong tr cung thip hom trung binh 7 - 10 diém so véi nhimg tré phoi nhidm véi thude chdng
djng kinh khic. Mic di khang thé logi tnir vai tro cila cic yéu t§ giy nhidu, nhung c6 bing
chimg & tré em phoi nhiém véi valproat cho thdly nguy co suy gidm tri g cb thé khong phu
thude vio chi 36 I1Q clia me.

DU ligu vé cic két qua dii han con han ché.

Dt Ligu hi¢gn c6 tir mt nghién cina theo quin thé cho thily tré em phoi nhidm véi valproat rong
tr cung ting nguy co rdi logn phd g ky (khodng 3 ldn) vi ty ky & tré nhé (khodng 5 lin) so voi
nhém ddi twgng khong bj phoi nhidm trong nghién cinu.

D ligu hi¢n cé tr mdt nghién ciru theo qudn thé khic cho thiy tré em phot nhidm véi valproat
trong W cung ting nguy co rdi logn ting djng/gidm chi § (ADHD) (khodng 1,5 lin) so voi
nhém ddi tugng khdng bj phoi nhidm trong nghién cim.,

T'ré em gdi va phy mit 00 khd ndng sinh sdn

Sdn phdm c6 chira estrogen

Cic sin phdm c6 chira estrogen, bao gdm ci cdc bi¢n phép trinh thai ndi uét c6 chim estrogen,
¢d thé ldm ting 4 thanh thii cia valproat, din dén gidm ndng 4 valproat trong huyé thanh vi
¢0 khd ndng ldm gidm hi¢u qui cia valproat.

Néu phy ni cd dy djnh mang thai

Néu phy nit dy dinh c6 thai, bic si chuyén khoa c6 kinh nghiém diéu trj djng kinh phdi ddnh gid
lgi li¢u phép didu tr) vd xem xét cdc lya chon didu i) thay thé. C4 ging hét sirc dé chuyén sang
didu trj thay thé thich hop trude khi thy thai vi trude khi ngimg sir dyng bign phap trinh thai.
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Néu khimg thé chuyén ddi, nén nz viin thém cho bénh nhin vé cic nli ro cia valproat cho thaj

uhi 3¢ b3 try binh nhin dun ra quyét dinh 408 sult v¢ ké hoach hoa gia dinh.

Phy nid cb thai

Chéng chi dinh ding valproat dé dida tn 8008 kinh trong thai ky wnir khi khdng c6 phuong phip

didu i thay thé thich hop. Néu mt pbe 1 €0 thai khi dang sir dung valproat, chn phdi tham

khdo ¥ kién bic sl chuyén khoa ngay df xem X& cic lya chon didu tr) thay thé

Trong thivi ky mang tha, céc con ddag kinh €O cimg - co gilt & ngudi me va tinh trang Adng

Es?gwgi‘wiiwaaéangnvoag:81-.-':5—Z?g

nhimg trwémg hop ngoai 18, bit chip nhdng M ro d& bt cia valproat trong thai ky vi sau khi

g&n}gﬂgigﬁiwi}sagimvgg5.!.!1
bénh djng kinh, thi khuyén cho:

- Sir dung lidu thip nhit o6 higu qud vi chia lidu valproat hing ngdy thanh nhidu 1idu nhé 4
udng trong gy |

- €6 thé w tién sit dyng dsng bdo cb Bk phong kéo dii hon cic dang Ddo ché khic ¢
E}ﬂao&:vgaﬂdgtg

Tit i bénh nhin mang thai phoy nhiém ¥ Valproat va ban tinh ciia ho nén tham khio § kidn
héc T chuyén khoa co kimh nghném y khoa v€ tién sin ¢ duge dinh gui va t vin vé phoi nhidm
trong thai ky. Chn tién hinh theo d3i tién sn chuy@n bigt a¢ phat hi¢n khd ning dj tht dng thin
kinh bodc cic d tht khic B sung folat Twc khi mang thai cd thé lim gidm nguy co di tit dng
thin kinh c6 thé xdy ra ¢ wodn b9 thai kY. WY nhién, cic bing chimg hi¢n 06 khong cho thiy
thudc ngln ngis cic dj tt bdm smb hodic di Wt do tép xic vén valproat

Nguy oo & tré so sinh:

- Cic trwimg hop mic hoi chimg xull buyd @3 duge béo cio rit hiém glp ¢ tré so simh o6
me ding valproat trong tha ky i chimg xudt huyd lién quan dén gidm téu chu, pidm
ggﬁ,ggn!}&?gi.ogggga
duoo béo cho vil cb thé giy 1 vong. Tuy nhuén, héi chimg ndy phii dwoc phin bigt vén sy
gam cic yéu tb vitamm K giy ra b phenobarbital v cic chiit cim img enzym. Vi vy,
chn khio sit s heong téu chu, noag 40 fibrmogen huyé womg, cic xé nghiém déng méu
v cic véu 15 ddng mdu ¢ ué so smh

. ggg?qﬂ:.g&ﬁbanggonmaaaﬂgg.gw
thiing cuds thas ky.

- Céc truimg bop suy gidp @ dupc bio Cho 6 tré so sih 6 me diing valproat rong thai ky

- Hi chimg cu thudc (cy the I kich d0ng. kho chyu, qui kich thich, bin chén, ting vin
ddag. rbi logn truomg hyc, rem, co gt v roi loan bu) oo thé xiy ra 6 tré so sinh c6 me
diing valproat trong 3 thing cuds thai ky.

Phg ni cho con bu

Valproat duge bis nét qua sita me v nong 43 tir | - 10% ndag @) huyé thanh cia me. Céc rdi

logn vé huyét hoc di duge caimg munh & e 50 smb bi sira me c6 didu i,

Phis quyét dmh ngimg cho con bil hojc ngimgdo diéu ) bing nam valproat o cin nhic dén

lon ich cua vigc nudi con bing sia me & Vo dira wé va Ign ich cim viéc didu tn) d6i V6 nguoi

me.

Kha néng sink san

farirr.rgn.!ain.a&a&g&?ﬂg&oo}aag
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bio cio cho thily rén logn chirc ning sinh sin b thé héy phuc sau khi ngimg diéu tr.

ANH HUONG CUA THUOC LEN KHA NANG LAl XE, VAN HANH MAY MOC

Sir dung natn valproat ob thé gusp kiém sodt con dng kinh 42 bénh nhin c6 thé da didu kign aé
cb gidy phép Lii xe.

Cin cinh bio cho béab nhin vé nguy co bube ngi thoing qua, dic bift trang cic trémg hop
diing da tr héu chéng co gt bodc kit hop vén cic thubc benzodmzepm.
TUONG TAC THUOC

Anh hwémg cus natri valproat déa céc thubc khac:

Thubc ching logn thin, thudc e ché MAO, thubc chbng trim cim vé thubc thufc nhém
benzodiazepin

Natr valproat cb thé lim ting tic dyng cim cic thudc huémg thin khic nhy thubc chéng logn
thin, thude ic ché MAO, thudc ching trdm cim vi cic benzodiazepin, do 46, nén theo ddi lim
sing va didu chinh liéu lugng cia cic thubc hudmg thin khdc khi thich bop.

Déc baét, mit nghién cinu lim sing cho thdy thém olanzapin vio ligu phip valproat hojc lithi cé
thé lim ting ding ké nguy co xdy ra cic tic dyng ngodi §¥ mmén ohit djoh lién quan dén
olanzapin, nhy gidm bach chu trung tinh, run, khd mi¢ng, ting cim gric thém &n vi ting cin, rdi
logn ngdn ngd va budn nga.

Lithi

Namn valproat khong anh huémg dén nbag ) Inthi trong buyét thanh.

(Nan apin

Acid valproic o6 thé lam giam nbng 45 olanzapi trong huyé wong.

Phenabarbutal

Nawy valproat lim ting ndng 0 phenobarbital trong huyét tuong (do frc ché dj héa ¢ gan) va b
thé xiy ra un thin, djc bift & tré em. Do d6, khuyén cio theo d&i lim sing trong subt |5 ngiy
diu diéu tny kéx hop voi gidm lidu phenobarbital ngay lip tirc néu xiy ra tinh trang an thin vi
xic dmh nbag 40 phenobarbital trong buyét twong khi thich bgp.

Primidon

Namn valproat lim ting ndng ) primidon trong buyé twong nén lim trdm trong thém céc téc
dyng phy cia thubc (nbu an thin); nhimg diu ke ndy chdm din khu didu trj liu dds. Khuyén cho
theo dda lhm sing dic gt khi bt dhu didu tr) kit hop ciing vin didu chinh lidu khi thich hop.
Phenytrown

Nawn valproat lam gidm nbng 46 tng ndng 43 phenytoin trong huyét twong. Hom nita, natri
valproat lam ting phenylom dang ty do véi cic tndu chimg qué lidu cb thé xiy ra (acid valproic
thay thé phenytom khoi cic vj tri lién kit voi protein huy twong va lam gidm qué trioh dj hés &
gan). Vi vy, kbuyén cho theo dbi lim sing; khi ning 49 phenytoin trong huyét wong duge xic
dpb, pén dinh g dang 1y do

(erbamarcpin

Dic tinb lim sing @i duge béo cio khi iy dyng natri valprost v carbamazepin vi natri valproat
cb thé lhm thng kiv ning giy dic cia carbamazepin. Dic biét khuyén cho theo ddi lim sing khi
bt dbw dabw tr) kit hop cung vén didu chinh béy ki thich hop.

Lamotrigin

Natri valproat lAm gidm sy chuyén ha cita lamotrigin v ting thii gian bn thii trung binh cia
lamotrigin lén ghn hai lin. Twong tée ndy o (hé diin dén ting dc tinh cia lamotrigin, djc biét 1A
phit ban da nghiém trong. Do 46, khuydn cio theo ddi lim sing va dibu chinh lidu (gidm lidu
lamotrigin) khi thich hop.

Felbamat

Acid valproic ¢4 thé lim gidm d9 thanh tha; trung binh cda felbamat 1én dén 16%.

Rufinamid

Acid valproic ¢6 thé din dén ting ndng a3 rufinamid trong huydt twong Sy gia ting ndy phy
thudc vio ndng 49 ciia acid valproic. Cin thyn trong. ddc bidt & tré em, vi dnh hudng nhidu hon
& 481 nromg niy

Propofol

Acid valproic 6 thé lim ting ndng 49 propofol trong mdu. Khi ding ddng thén vén valproat, nén
clin nhic gidm lidu propofol.

Zidovudin
Natri valproat ¢4 thé lim ting ndng 4§ zidovudin trong huyét twomg din dén ting dc tinh cii
ndovuadin.

.(§

O nhimg bénh nhin dwroc 9?53399 natri valproat véi nimodipin, ndng 49 nimodipin c6
z&ﬁ.ﬁ.?uofcoao.:?uss_m?:ii in trong trudmg hop ha huyét 4p.,

Temozolomid

Phii hop temozolomid v natri valproat o6 thé 1Am gidm 49 thanh thii cia temozolomid md
khong duge cho I o6 lién quan vé mit lim sing.

Anh burong ciia cic thube khic dén natri valproat:

Thubc chong djng kink

Thudc ching ddng kinh véi tic dyng cdm (mg enzym (bao gdm phenytoin, phenobarbital,
carbamazepin) lim gidm ndng 43 acid valproic huyé twong. Nén didu chinh lidu dung theo dip
(mg lim sing vi ndng 49 thudc trong miu khi dibu trj ké hop.

Nong 44 chdt chuyén hda cia acid valproic o6 thé ting 1én trong trudmg hop sir dung ddng thavi
v1 phenytom hodic phenobarbital. Do d6, cn theo ddi cin thin b¢nh nhin didu trj bing hai loqi
.—E?.lwi&&:??igngausg?»v.

Mt khdc, k&t hop felbamat va natri valproat lim gidm 22 - 50% d¢ thanh thai cila acid valproic
vi do d lim ting ndng 49 acid valproic trong huyé trong. Nén theo ddi lidu diing cita natri
%r

Thubc chéng sét rét

Mefloguin v chloroquin ldm ting chuyén héa acid valproic va c6 thé lm gidm ngudng co gijt,
vi vily co gilit dong kinh ¢6 thé xdy ra trong cic truimg hop didu tri ké hop. Do dé, co thé cin
diéu chinh hiéu natni valproat.

Céc thubc lién két mgnh voi protein

Khi phot hop natri valproat vi cic thudc lién két manh véi protein (nhur aspirin), ndng d¢ acid
valproic ty do trong huyét twong c6 thé ting 1én

Thubc chéng déng méu khéng vitamin K

Tic dung chéng déng miu cim warfarin va cic thuéc chéng déng miu coumarin khdc cb thé
thng lén sau khi acid valproic thé chd t3i vj tri lién két véi protein huyét twong. Nén theo ddi
chiit ché thii gian prothrombin.

Cimetidin hogc erythromycin

Nong d6 acid valproic trong huyét twong c6 thé ting lén (do gidm chuyén héa & gan) trong
trudmg hop sir dyng ddng thn véi cimetidin hodic erythromyecin.

Thubc khéng sinh nhom carbapenem (nhw panipenem, imipenem va meropenem)

Gidm nbng 89 acid valproic méu di duge bdo céo khi phdi hop véi cic thubc nhom carbapenem,
ndng 46 acid valproic gam 60 - 100% trong vong hai ngly, déi khi ké hgp véi co gidt. Do khén
phét nhanh v mic gidm nbng 4, nén trinh ding ddng thosi cic thubc carbapenem & nhimg
bénh nhin c6 ndng 4§ acid valproic dn dinh. Néu khong thé tranh didu trj bing nhimg khing
sinh ndy, chn theo ddi chiit ché ndng 49 acid valproic miu.

Rifampicin

Rifampicin c6 thé lim gidm ndng 49 acid valproic trong mdu din dén thibu tic dyng didu trj. Do
d6, cb thé cin diéu chinh liéu valproat khi diing ddng théi véi rifampicin.

Chdt éc ché protease

Chét irc ché protease nhwr lopinavir va ritonavir lim gidm ndng d§ valproat trong huyét twong
khi phdi hop.

Cholestyramin

Cholestyramin c6 thé din dén gidm ndng d) valproat huyét wong khi diing dbng thin.

Céc sén phdm cé chira estrogen, bao gbm cd cdc bign phdp trdnh thai nji tiét chira estrogen
Estrogen la chit cim (mg cdc ddng dgng UDP-glucuronosy) transferase (UGT) tham gia vdo qué
trinh glucuronid hoa valproat vi c6 thé lim ting 4 thanh thai cia valproat, din dén giim ndng
45 valproat wong huyét thanh vd gidm hi¢u qui cia valproat. Cin nhic theo ddi ndng 40
valproat huyét thanh.

Nguge lgi, valproat khong cé tic dyng cdm img enzym; do d6, valproat khdng lAm giam hifu
qud cia cic thubc logi oestroprogestative & phy nit dang sir dyng bi¢n phdp tranh thai bing ni
tét 18,

Céc tuong thc khic:

Thén trong khi st dyng natri valproat két hgp véi cic thube chéng ddng kinh méi hon md duge
lyc hoc cb thé chua duge xic dinh rd ring,

Sir dyng dbng thoi valproat va topiramat hojc acetazolamid c6 lién quan dén bénh ndo vivhojc
ting amoniac miu. O nhimg bénh nhin dang ding hai logi thubc ndy, nén theo ddi cdn thin cic
dhu higu va tnéu chimg, djc biét li nhimg bé¢nh nhin ¢6 nguy co nhu ¢6 bénh ndo W trudc.
Quetiapin
_.K.Hlai_x&;eﬁ:%&isasaagsis{.%sie&%a
bach chu.,

TAC DUNG KHONG MONG MUON
Rt thuwimg gdp (ADR 2 1/10)

Tiéu héa: bubn nén.

Hé thdn kinh: run.

Thurdmg ghp (1/100 < ADR < 1/10)
Gan mdt: tbn thuong gan. Di cb bio cho vé tdn thuong gan ning, bao gdm suy gan d6i khi din
dén tir vong. Thuimg glp thng enzym gan, djc bift trong giai dogn ddu didu trj va c6 thé thodng
qua.
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Titu hém: non mira, rdi logn nudu (cha yéu 1 ting sin meou), viem miéng, dau da diy, tidu

chiy. Céc tic dyng ngodi § mudn trén thiromg XAy ra khi bt dhu didu trj, nhumg thudmg bién mdt

sau vii ngdy md khdng cdn ngimg diu tri. Nhimg viin d& ndy theimg c6 thé duge khic phyc

28&83?55_3.;.;!_5:5

H¢ thn kinh: réi loan ngogi thip, simg s, budn ngik, co gift, suy gidm tri nhé, nhire dha, rung

gilit nhiin cdu

Tim thin: trang thas 1 Ifn, do gidc, hung hing. kich dong, réi logn chis ¢

Chuyén héa vi dinh dudmg: hy natri méu, ting cin. Cin theo dbi cAn thin wing cin vi dily 14 mét

yéu td goy ra hii chimg bubng trimg da nang.

Méu va b¢ bach buyét: thidu mdu, gidm tdu clo.

Da vi cic mb duéi da. qui miin, rung téc thodng qua vi hojc lién quan dén lidu hegng (rung

téc), rbi logn méng tay vé méng chin. Qud trinh moc lai thudmg bit diu trong 6 thing. mic di

toe 6 thé tré nén xodn hon trude.

H¢ sinh sdn vi tuyén vii: dau byng kinh.

Mach mdu; xudt huyée

Tai vi mé dgo: dide, mdi quan hé nguyén nhin vi két qui chua duge xéc dinh.

Thin vi tiét nigu: tidu khong ty chis

It gdp (171000 < ADR < 1/100)

Tidu héa: viém tyy, ddi khi tir vong.

ﬁi.._,saz..i&sio.i:5?}53&5..351&?:!5&58!.
m trong,

NOi tidt: Hi chimg tiét ADH khdng phii hop (SIADH), ting tiét androgen (rfim ldng, nam héa,

myn trimg cd, ryng téc timg méng kidu nam vivhodc ting androgen).

Méu va h¢ bach huyét: gidm todn thé huyét ciu, gidm bach clu.

Da vi cic md dudi da: ph, phit ban, rbi loan 16c (ching hgn nhu két chu téc bt thuomg, thay

ddi miu tée, moc téc bt thirdmg).

H¢ sinh sdn va tuyén v vd kinh

Mach miu: viém mach méu.

Thin va tiét ni¢u: suy thin.

Todn thin va i chd: hy thin nhiét, piwi ngogi vi khdng nghiém trong

Co xwong khip vi md lién két: giim mit 0 khodng xuong, khéi lugng xuwong thip, lodng

xuong vi gdy xuong & nhimg bénh nhin dicu tr) liu dai vé patri valproat. Co ché md patri

valproat dnh huémg dén sy trao déi chit cia xuong viin chura duge xée dinh.

Ha hip, 1ong ngye va trung thit: tran dich min phéi.

Hiém gip (1/10 000 < ADR < 1/1000)

H§ thin kinh: sa st tri tu¢ co hdi phyc lién quan dén teo ndo cé b hdi phue, réi logn nhin thirc.

An thin d5i khi duge bio cdo, thudmg L khi két hop véi cac thude chéng co gidt khic. Trong

don tri ligu, xudt hi¢n sém khi didu trj trong nhimg truémg hop hiém vi thuémg thodng qua.

Tim thiin: hanh vi bit thuémg, ting cuéng tim thin vin ddng. réi logn hoc tip.

Chuyén héa vi dinh dudng; ting amoniac méu*, béo phi.

*Céc truémg hop ting amoniac mdu don 1é mifc 4§ vira md xét nghiém chirc ning gan khdng

thay ddi c6 thé xdy ra, thuémg thoing qua vi khong nén ngimg didu tri. Tuy nhién, cb thé cé

biéu hi¢n trén lim sing nhw ndn, mit didu héa vA ting khi ning nhdn thirc. Néu nhing tnéu

chimg ndy xay ra, nén ngimg sir dyng natn valproat.

Téng amoniac méu lién quan dén cic tnéu chimg thin kinh ciing 44 duge bdo cdo. Trong nhimg

trudmg hgp ndy, nén xem xét kiém tra thém.

N1 tiét: suy gidp.

Mau va h¢ bach huyét: suy tily xuong, bao ghm bt sin 1é bao hdng chu, mdt bach chu hat, thidu

mdu dai hdng ciu, chimg dai hdng ciu.

Céng thirc mdu trd lai binh thudmg khi ngimg thude.

Cic phit hi¢n riéng biét vé gdm fibrinogen mdu vivholic ting thoi gian prothrombin 43 duge

bdo céo, thudng khdng c6 cic ddu hi¢u lim sing lién quan va dic biét khi ding liéu cao (natri

valproat ¢ tic dyng (e ché giai dogn thir hai cua két tjp uéu clu). Bim tim hode chiy méu 1y

phat 1A ddu hi¢u dé ngimg thudc trong khi chd didu tra.

Da vi cic md dudi da: hogi tr thugng bi nhidm ddc, hoi chimg Stevens-Johnson, hdng ban da

dang, hdi chimg phét ban do thude véi sy ting bach chu i toan vil cic wigu chimg todn thin

(DRESS).

H§ sinh sdn vil tuyén va: v0 sinh & nam gidi, budng trimg da nang.

Th; guic: song th).

Thin va tiét ni¢u: ddi dim, viém thin k&, hoi chimg Falconi ¢4 hdi phyc (khiém khuyét trong

chifc ning dng thin gin giy ting ghucose nigu, acid amin nidu, phosphat ni¢u v acid uric nitu)

lién quan dén natri valproat, nhung co ché tic dgng vin chua rd ring.

Co xuong khop vi md lidn két: lupus ban 46 b thdng, uéu co vin.

Xé nghi¢m: gidm cdc yéu 16 dong mdu (it ahit mt yéu t6), xét nghigm ddng miu bdt thuimg

(nhu kéo ddi thon gian prothrombin, kéo ddi thdi gian thromboplastin mdt phdn hogt héa, kéo dii

théi gian thrombin, kéo ddi INR).

Cic kbdi u linh tinh, éc tinh vi khong xdc dinh (bao gdm ci u nang vi polyp): héi chimg logn

sin thy.

Rdt hidm gdp (ADR < 1/10 600)

H¢ sinh sin va tuyén vii: vl to & nam gidi.

Iré em

HY 50 an todn cla valproat & tré em wong ty véi ngun km, nhung mdt s& ADR nghiém trong

hon hoje chit yéu duge quan sit thy & tré em. Dic bit nguy co tdn thuong gan nghiém trong @

tré 5o sinh vi tré nho, nhit 1A tré dudi 3 wdi. Tré nho ciing cé nguy co dic bift b viém tyy.

Nhimg nguy co ndy giim ddn khi wdi cing ting. Cic rbi logn tim thin nhu hung hing, kich

dgng, rbi logn chd ¥, hinh vi bt thutmg, ting cutmg tim thin - vin ddng va rdi logn hec tip

chi yéu duge ghi nhin & tré em. Dya trén s it truémg hop sau khi thudc heu hdnh, hdi chimg

Fanconi, ddi dim vi ting sin nudu & bénh nhin nhi duge béo cdo thudng xuyén hon & bénh

nhidn ngudi lom.

QUA LIEU VA CACH XU TRI

Céc trudmg hop qué lidu valproat do vo tinh va ¢b § di duge bio cdo. O ndng d) thudc trong
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khic ngodi budn ndn, nén va chéng mjt.

Cic ddu hiu cla qué lidu nghiém trong cdp tinh, nhur ndng 43 wong huyét wong gp 10 - 20 lin

mire didu trj 18 da, thuémg bao gdm suy nhuge thin kinh trung wong hofe hdn mé voi gidm

truong lye co, gikm phin x3, co ddng u, suy gidm chirc ning ho hip, shidm toan chuyén ha, he
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huyét ip v wyy'sdc tin hoin Thing thuimg cé kit qub il vomg, oy shilin mit b truimyg
hop tir vong di xiy ra sau khi dimg qué lié aghsém trong
Tuy nhifn, cic tnfu chimg cé thd thay 38, vil cic oom co gilt & duge o clo ki afeg 30
thubc trong huyét tomg rit cao. Cie trutmy hop ting 39 hex 0t 0 lidn quan dén phe ofe @
duoe bdo cio.

Sy hi¢n dién cim natri trong cic cdag thire numri valproat b thé din G teyg sl mis s gul
léu.

Nén theo ddi triéu chimg, bao ghm theo dBi tim phés iy qui B tai bénb vidn Rim ds &by cb
thé hilu ich dén 10 - 12 gid sau khi wing.

Di sir dyng thinh céng loc meu vh vuyén mia

D sir dyng thinh cdng mloxon rong mdt s tredmg hop ch b, & kin kit hop vin iy than
hoat tinh.

Trong trudmg hop qud lidu nghiém trong, di o dyng thinh cing chey thin shis Wo vi wuyls
ag L8

DUQC LUC HOC

Nhém duore Iy Ching ddng kinh.

Ma ATC. NO3IAGOI

Co ché hoat ddng co khd ning nhit cim natri valproat 14 tioy culimg host ding e chd cas sond
gamma amino-butyric (GABA) thing qua tic ddng lén qué winh wing hop bolc chuyés bhow
GABA.

Trong mdt b nghién ciru in vitro nhit djuh, atri valproat o6 thé kich thich sy shin e cas IV
nhumg cic nghién ciru rén che 1€ bdo min dom phin mgogt Vi bir chc A9 tuomy ohudm HIV che
thiy valproat khing cb tic dung gibng nhw mitogen dé giy ™ sy nhin ién cux HIV This vy,
tic dung cia valproat ddi vén sy ohén Mn cia HIV ev-vivo rit khic nhau, o heomyg vim phi,
duirng nhu khdng lién quan dén lidu lugng vi chus duoc ght shin @ ngum.

DUQC PONG HQC

Khodng didu trj cb hi¢u qui duoc bio cio di vin ndng ) acid valprec rong buvét twong 14 40
- 100 mg/L (278 - 694 umol/'L). Khodng bio cho miy co thé phy thadc vio than gan Wy mia vi
sy c6 mit cia thude két hop.

Phén bo

Ty 1& thudc ty do (khing lién két) thuimg tir 6 - 1 5% thng ndng 40 thode rong huydt wong. Ty
18 thc dung ngodi ¥ mudn co thé ting 1&n khi ndng 45 thudc trong huyét twong cao hom khosng
didu trj hadu qua.

Téc dung duge 1y (hodic didu tn) cia valproat cb thé nromg quan kbdng rd ring voi ndng 30 scd
valproic todn phin hodc ty do (khing lién két) trong huyét wong.

Qua nhau thai

Valproat di qua hing rdo nhau thai & cic lodi dng vit vi & nguin:

« O céc loai ddng vilt, valproat di qua nhau tha: & mire A0 tuong ty ninr & ngudn.

* O ngudi, mit sd tii ligu xudt bin di ddoh gik ndng 46 valproat rong diy rdo coa tré so sinh
lic sinh ra. Nong 49 valproat huyét thanh & diy rén, dai dién cho ndng 49 trong béo thay, teomg
duong hodic cao hon mét it so vi ndng 49 trong huyét thanh cia nguin me.

Chuyén héa

Con duémg chuyén héa sinh hoe chinh cia valproat 14 glucorome héa (khodng 40%), chi yéu
thdng qua UGT1A6, UGT1A9 vi UGT2B7.

Thdi trir

Thin gian bén thii cua valproat thudmg trong khodng 8 - 20 g

O nhimg bénh nhin suy thin ndng, c6 thé cin thay ddi liéu hugng phi bop vin ndag 40 acid
valproic ty do trong huyét wong,

Tré em

Tré em vi tré vj thinh nién trén 10 tadi o6 d) thanh thii valproat twong ty nhy nguoi lim. Tre
em duoi 10 tudi, 49 thanh thii todn thin cia valproat thay ddi theo wéi. O tré so smh va tré dudi
2 thing tudi, 49 thanh thii valproat gidm so vdi nguin lom v thip nhdt ngay sau khi sinh. Trong
mt dinh gid cia cic ti lidu khoa hoc, thén glan bin thii clia valproat & tré dudi 2 thing they
ddi ding ké trong khodng 1 - 67 giy. O tré em tir 2 - 10 tudi, 4 thanh thii valproat cao hom 50%
so von ngudn lém,

Twomg téc véi cde sdn phim chira estrogen

Sy thay ddi giira cic c thé di duge ghi nhin. Khing cb @it dif lidu dé xao djnh mbi quan bé
duge ddng hoc — duge lyo hoe chit ché nr tuong tic duge djng hoc ndy.

QUY CACH DONG GOI

Hop 3 vi x 10 vién.

Hop 10 vi x 10 vién,

BAO QUAN

Bdo quin trong bao bi kin, not khd rdo, nhi¢t 49 dwii 30°C.

TIEU CHUAN CHAT LUQNG

Nha sin xudt

HAN DUNG

36 thing ké tlr ngiy sdn xude,

Sd 16 sdn xudt (Batch No.), ngdy sin xuds (Mfg date), hgn dimg (Exp. date): xin xem trén shin
bao bi.

Sdn xudt tau:
Cong ty TNHH Sinh duge phdm HERA
:H-!oor-:uv Lé A17 Khu cong nghidp Tie Ha, phudmg Ti Ha, thi xd Huomg Trd,

tink Thira Thién Hué. Vigi Nam.




