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Bai 13: THUOC CHUA PONG KINH

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Phdn loai duoc thudc diéu tri dong kinh theo con va cdc cdch tdc dung cua thudc chita
dong kinh.

2. Trinh bay duogc co ché tdc dung, tdc dung dugc ly va dp dung dié u tri cua cdc thudc
diphenylhydantoin, phenobarbital, carbamazepin va acid valproic.

3. Trinh bay duogc nguyén tdc ding thuoc chita dong kinh.
1. DAl CUONG

Thudc chita dong kinh 1a nhitng thudc ¢6 kha nang loai trir hoac lam giam tin s6, mic do tram
trong ctia cac con dong kinh, hodc céc triéu chiing tam than kém theo bénh dong kinh, ma khong
gay ngl. Thudc mé va thuoc nga ciing c6 tac dung chong co giat, nhung tac dung nay chi xuét
hién sau khi nguoi bénh da ngu.

Thuoc chong dong kinh ciing khong cuing nghia vé6i thuée chdng co giat.
1.1. Phan loai con dong kinh
Céc con dong kinh luon xuat phat tir vo ndo va duoc phan loai thanh:

- Con dong kinh cuc bo: bat ddu tir 1 6 trén vo ndo va tuy theo viing chitc phan ma thé hién ra
triéu chiing. Thi du, vi trf tén thuong & ving vo nd o van dong, s& c6 triéu chiing giat rung & phan
co thé do viing vo ndo Ay kiém tra. Trong loai nay con phan ra:

. Con cuc bo don gian, bénh nhan van con y thic kéo dai khoang 30 -60 giay.
. Con cuc bo phiic hgp, c6 keém theo mat y thiic, kéo dai khoang 30 giay d én 2 phuit.
- Con dong kinh toan thé: ngdy tir ddu da lan rong toan bo 2 ban ciu dai ndo. C6 thé gap:

. Khong c¢6 con co giat: bat chgt mat y thic khoang 30 gidy trong lic dang lam viéc (dong kinh
con nho - petit mal).

. Con giat rung co: co that bat ngd, ngan (khoang 30 gidy) c6 thé giéi han & mot chi, mot ving,
hoic toan thé.

. Con co cting - giat rung toan co thé (dong kinh con 16n - grand mal).

1.2. Phan loai thuéc diéu tri theo con

Loai dong kinh Thuoc thong thuong Thuoc méi
Dong kinh cuc bo
. Cuc bo don gian Carbamazepin, phenytoin, phenobarbital, Gabapentin
primidon, valproat Lamotrigin
. Cuc bo phtic hop Carbamazepin, phenytoin, phenobarbital, Gabapentin
primidon, valproat Lamotrigin



DUQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Dong kinh toan thé

. Khong con co giat | Clonazepam, ethosuximid, valproat Lamotrigin
. Con giat rung valproat Lamotrigin
. Con co ctng- giat | Carbamazepin, phenobarbital, phenytoin, Lamotrigin
rung primidon, valproat

1.3. Cach tac dung cta thuoc chita dong kinh

Cic thudc chita dong kinh c6 thé tdc dong theo mot trong ba co ché sau:
- Lam tang dan truyén tc ché cia hé GABA - ergic

- Lam giam dan truyén kich thich, thudng 1a hé glutamatergic.

- Lam thay d6i su d4n truyén ion qua mang noron do tdc dong trén kénh Na * phu thuoc dién thé,
hoac kénh Ca™ typ T.

Vi co ch€ bénh sinh cta dong kinh chua dugc hoan toan biét rd cho nén cac thudc chita dong

kinh chi tc ché dugc céc triéu ching clia bénh chit khong du phong va diéu tri duoc bénh. Thudc

phai dugc sur dung lau dai, dé ¢6 nhiéu tic dung khong mong mudn. Do d6 can dugc g idm sat
nghiém ngat.

2. CAC THUOC CHINH
Sau day chi trinh bay nhitng thudc c6 trong danh muc thudc thiét yéu Viét Nam lan tha 5 (2005)
2.1. Dan xuat hydantoin: Diphenylhydantoin (Phenytoin, Dilantin)

Diphenylhydantoin 12 mot trong nhitng thudc c6 tic dung t 6t chita moi thé dong kinh, trir dong
kinh thé khong c6 con co giat.

2.1.1. Tdc dung va co ché

Phenytoin ¢6 tac dung chdng con dong kinh nhung khong gay tc ché toan bo hé than kinh trung
uvong. Liéu doc con gay kich thich. Tdc dung trén con co giat dong kinh cling giong
phenobarbital, nhung khong gay an than va ngu.

Phenytoin ¢6 tdc dung 6n dinh mang t&€ bao thin kinh va co tim, 1am gidm ludng Na * trong hiéu
thé hoat dong trong khir cuc do cac chat hda hoc (tic ché kénh Na * cam tng véi dién thé).

2.1.2. Duoc dong hoc
Phenytoin 1a acid yéu, c6 pKa = 8,3 tan trong nudc kém.

Hép thu qua duong tiéu héa cham va doi khi khong hoan toan. Nong do t6i da trong mau khi
uong la tr 3 - 12 gio. Gan vao protein huyét twong 90%. Nong do trong than kinh trung uong
tuong duong noéng do trong huyét tuong. Phan 16n chuyén héa & gan va thdi trir qua than duéi
dang lién hop, chi 5% duéi dang khong chuyén héa. Thoi gian ban thai tir 6-24 gid.

2.1.3. Tdc dung khong mong muon

- Da va niém mac: viém loi qué san, man da, lupus ban do.
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- Mé4u: thi€u méau hong ciu to do thi€u acid folic (do thudc phong téa su hap thu acid folic tai
ruot), giam bach cau...

- Tiéu héa: non, con dau bung cap.
- Than kinh-tam than: lién quan dén néng do thudc trong mau:
<20 pg/ml ¢6 tac dung diéu tri.
=30 pg/ml lam rung giat nhan cau.
=40 pg/ml gy mat phoi hop dong tac.
> 40 pg/ml gay roi loan tam than.

- Xuong: cdi xuong hoic mém xuong, c6 thé 1a do r6i loan chuyén héa vitamin D, nhat 1a khi
phdi hop véi phenobarbital.

2.1.4. Tuong tdc thuéc

Cloramphenicol, dicumarol, isoniazid, cimetidin ¢6 thé 1am tang néng do cla phenytoin trong
huyét twong do 1am gidm chuyén héa. Trai lai, carbamazepin 1am tang chuyén héa nén lam gidm
nong do phenytoin trong huyét tuong.

Salicylat, tolbutamid, sulfisoxazol tranh chap véi phenytoi n & vi tri gan vao protein huyét tuong.
2.1.5. Ap dung diéu tri

Phenytoin (Dihydan, Dilantin): vién nén 30-100mg; 6ng tiém 50mg/ml. Liéu dau 3-5mg/kg
(300mg/ngay). Theo ddi nong do thudc trong mau, khi dat dugc nong do c6 tic dung, nghi 1
tuan. Liéu cao 300mg/ngay thi khodng céch giita cdc dot diéu tri 1a 2 tudn. C6 thé dung liéu 1
lan/ngay.

Phenytoin tiém tinh mach khong vugt qua 50mg/phuit, pha loang trong NaCl 0,9% vi thudc c6 pH
base, kich thich. Khong tiém bap, gay tén thuong t6 chiic.

2.2. Phenobarbital (Gardenal, Luminal)

N ¢e

Phenobarbital thuéc nhém barbiturat (xem bai “thudc ng”), 1a thudc dau tién dung diéu tri dong
kinh (1912). Khac véi barbiturat khac, phenobarbital c6 tac dung chong cac con co giat ciia dong
kinh ngay ca véi nhitng liéu chua gay an than hoic ngl. Thudc gidi han dugc su lan truyén cla
con co giat va nang duoc ngudng kich thich gay co giat.

Phenobarbital va ca pentobarbital tic dung trén receptor GABA -A lam tang qua trinh tGc ché.
Ngoai ra con chen kénh Ca** truéc xinap nén lam giam giai ph 6ng cdc chat dan truyén than kinh,
dac biét 1a glutamat nén lam giam manh céac qua trinh kich thich trén than kinh trung uong.

Vi it doc va gia ré nén tuong d6i duoc diing rong rii, nhung c6 nhugc diém la gay an thin, nga g
va ¢6 xu hudng lam r6i loan hanh vi ctia tré em nén can than trong.

Liéu luong: uong 0,1 - 0,3 g/ngay (1 - 5 mg/kg). Khong nging thudc dot ngot dé tranh trang thdi
dong kinh lién tuc.

2.3. Dan xuat Iminostilben: Carbamazepin

2.3.1. Tdc dung va co ché
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Tuy trén dong vat thuc nghiém va ngudi, carbamazepin c¢6 nhiéu diém giéng nhu phenytoin,
nhung:
- Tac dung chong con co giat gay ra boi pentylentretazol lai manh hon.

- C6 tac dung diéu tri bénh nhan bi hung trim cdm, ké ca nhiing trudng hop lithium khong con
tac dung.

- C6 tac dung chdng bai niéu do lam giam nong do ADH huyét tuong.
Cdc co ché nay déu chua rd. C4c dan xuat iminostilben ciing tic ch€ kénh Na * nhu phenytoin.
2.3.2. Duoc déng hoc

Carbamazepin dugc hdp thu cham qua duong tiéu héa, nong do t6i da trong méau dat duoc sau 4 -8
gi0 va gitt duoc t6i 24 gid. Gan vao protein huyét twong 75% va phan phoi vao moi mo. Nong do
trong dich ndo tuy tuong duong véi dang tu do trong huyét tuong.

Bi chuyén héa & gan, cho 10- 11 epoxid vin con hoat tinh. Dudi 3% thai qua than dudi dang
khong ddi. Thoi gian ban thai tir 10 dén 20 gid. Dung cling v6i phenobarbital hoic phenytoin,
thoi gian ban thai giam con 9-10 gio.

2.3.3. Tdc dung khong mong muon

- Thudng gap: ngu ga, chéng mat, nhin 16a, mat dong tac, buon non, non.

- Ngoai ra, c6 thé gip: réi loan tao mdu, t n thuong niang ngoai da, viém gan & mat, suy than cap,
suy tim. Vi vay, trong qua trinh diéu tri cin kiém tra c4c chiic phan trén.

- Phan tng di tng.
2.3.4. Ap dung lam sing
- Chi dinh:
. Con dong kinh thé tam thin van dong.
. Con co giat cing hoac giat rung cuc bo hoac toan than.
. Tac dung giam dau dac hiéu trong viém day than kinh tam thoa.
- Ché pham:
Carbamazepin (Tegretol) vién nén 100-200mg.

Liéu dau 200mg x2 lan/ngay. Tang dan liéu tGi 600 -1200mg. Tré em 20-30mg/kg. Nén chia liéu
hang ngay 1am 3 — 4 1an dé giit dugc nong do hing dinh trong mau.

2.4. Acid valproic

2.4.1. Tdc dung duoc ly va co ché

- Tac dung trén moi loai dong kinh.

- Rét it tic dung an than va tic dung phu.

- Céc gia thiét hién nay déu cho rang valproat c ch€ kénh Na* nhay cam véi dién thé
(MacDonald, 1988) va lam tang tich luy GABA (L Oscher, 1985). Nhiing tic dung d6 giong véi
tac dung cua phenytoin va carbamazepin. Ngoai ra con lam giam dong Ca™ qua kénh.

2.4.2. Duoc dong hoc
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Hép thu nhanh va hoan toan qua tiéu héa. Nong do toi da trong huyét tuong dat dugc sau 1-4 gio.
Gan vao protein huyét twong 90%. Nong do trong dich ndo tuy twong duong trong huyét tuong.

Hau nhu hoan toan bi chuyén héa & gan, trong d6 c6 mot chét chuyén héa 2 -propyl-2-pentanoic
acid van con hoat tinh nhu chat me. Thoi gian ban thai 1a 15 gio.

2.4.3. Tdc dung khong mong muon
- Khoang 16% c6 céc triéu chiing chan an, buén non, non, dau ving thuong vi.

- Khi dung liéu cao 7-30 mg/kg c6 thé gip viém gan cép, viém tuy, an than, run, héi, gidm
prothrombin.

2.4.4. Ap dung lam sing

- Chi dinh: dong kinh cdc loai, dic biét 1a thé khong c6 con co giat.

- Ché pham:

Acid valproic (Depakin): vién boc duong 250mg; sird 5ml cé 250mg hoat chat. Liéu dau
15mg/kg, tang dan hang tuan 5 - 10mg/kg cho t6i 60mg/kg. Nong do diéu tri trong mau tir 30 dén
100pg/ml.

3. NHONG VAN BE TRONG SU DUNG THUOC

3.1. Nguyén tic dung thuoc

- Chi duing thudc khi da ¢6 chén doan lam sang chéc chan.

- Lic dau chi dung mot thudc.

- Cho liéu tir thap tang dan, thich dng véi cac con.

- Khong ngting thuoc dot ngot.

- Phai dam bao cho bénh nhan uéng déu hang ngay, khong quén.

- Cam uong rugu trong qua trinh dung thudc.

- Cho doi db thoi han dé€ ddnh gid hiéu qua cua diéu tri:

. Vai ngay véi ethosuximid, benzodiazepin

. Hai ba tuan vé6i phenobarbital, phenytoin

. Vai tuan véi valproic acid.

- Hiéu 10 cdc tac dung phu, tic dung khong mong mudn cta ting thudc dé theo dai kip thoi.
- Néu c6 thé, kiém tra ndng do cta thudc trong mau khi can.

3.2. biéu tri dong Kinh va thai nghén

Ty 1€ thai nhi c6 di dang hoac tlr vong 6 ngudi me ¢6 dong kinh duge diéu tri cao hon ngudi binh
thudng 2 - 3 1an. Cdc con dong kinh ciing thudng tang lén khi c6 thai, c6 thé do néng do thudc
trong huyét tuong giam.

Khi c6 thai van khong dugc ngiing thudc, tuy nhién, tuy theo tiing trudng hop, c6 thé giam liéu,
nhét 1a trong 3 thang dau.
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Tré méi dé & nhitng nguoi me diéu tri bing phenobarbital, primidon hodc phenytoin c6 thé gap tai
bién chdy mdu do thiéu vitamin K, cin bé sung du phong truéc bing vitamin K.

CAU HOI TU LUONG GIA
1. Phdn loai cdc thuéc diéu tri dong kinh theo con va trinh bay cdc cdch tdc dung ciia
thudc chita dong kinh néi chung.
2. Trinh bay tdac dung va dp dung diéu tri ciia dan xudt hydantoin (Phenytoin) va
phenobarbital trong diéu tri dong kinh.
3. Phdn tich tac dung diéu tri va tdac dung khéng mong muoén cia carbamazepin va acid
valproic.



