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TOM TAT
Dit vin dé: Pong kinh 1a mét trong sé nhiing bénh than kinh dwroc ghi nhdn dau tién va danh
huong dén 1% dan so. Natri valproat 1a thuée thirong gép, dé tim, tac dung trén tat cd cac thé dong
kinh. Viéc 1ng dung do nong d@é thuéc trong mau nham diéu chinh liéu dé dat dén lieu muc tiéu, ngén
ngira hay xdc dinh déc tinh khi si dung thudc liéu cao hodc chura kiém sodt dwoe con déng kinh. Muc
tiéu nghién ciru: M0 ta dac diém 1am sang va danh gid két qua diéu tri bénh dong kinh bang natri
valproat. Péi twgng va phwong phdp nghién civu: Nghién cizu md ta cit ngang trén 80 bénh nhan
déng kinh dwoc diéu tri bang natri valproat. Két qua: Ty Ié nam/niz: 0,9; Tuéi trung binh: 58,6+17,9;
Con déng kinh thuong xdy ra bat ciz lic nao (43,8%) va khong cé tién triéu (48,8%). Mat y thirc
(66,3%) la triéu chitng trong con thirong gap nhat; Ty |é dap g thuoc hoan toan: 92,5%; Tdc dung
phu (1,3%) la d; ing (ngia); Nong dé thuac hiéu qua: 63,2428, 7ug/ml. Két lugn: Natri valproat hiéu
Qud va an toan trong diéu tri bénh dong kinh, dic biét la dong kinh toan thé. Nong dé thudc dat nguong
diéu trj véi lieu Depakin 1000mg/ngay ¢ da sé bénh nhan véi tac dung phu thap.
Tir khoa: Péng kinh, Natri valproat, Nong dé thuéc.
ABSTRACT
CLINICAL FEATURES AND TREATMENT OUTCOMES
OF EPILEPSY WITH SODIUM VALPROATE
Ly Thi Kim Ngan*, Le Van Minh
Can Tho University of Medicine and Pharmacy
Background: Epilepsy is one of the first recognized neurological diseases and affects 1%
of the population. Sodium valproate is a common drug, easy to find, effective on all types of epilepsy.
The application of drug concentration measurement in the blood is to adjust the dose to reach the
target dose, prevent or determine toxicity when used. high-dose or uncontrolled seizures.
Objectives: Describe the clinical features and evaluate the results of treatment of epilepsy with
sodium valproate. Materials and methods: A cross-sectional descriptive study on 80 epileptic
patients treated with sodium valproate. Results: Male/Female: 0.9; Mean age: 58.6+17.9; Seizures
usually occur at any time (43.8%) and without aura (48.8%). Loss of consciousness (66.3%) was
the most common symptom during an attack; The rate of complete drug response: 92.5%; Side
effects (1.3%) are allergies (itching); Effective drug concentration: 63.2+28.7ug/ml. Conclusions:
Sodium valproate is an effective and safe treatment for epilepsy, particularly in cases of generalized
epilepsy. A majority of patients achieved therapeutic drug concentrations with a daily dosage of
1000 mg of Sodium Valproate, and experienced minimal side effects.
Keywords: Epilepsy, Sodium valproate, Drug concentration.

I. PAT VAN PE

Dong kinh 1a rdi loan than kinh pho bién, anh huong dén moi lira tudi, chung toc va
tang I6p xa hoi. Udc tinh co khoang 50 triéu nguoi mac dong kinh trén thé gidi, trong do co
den 75% song ¢ cac nudc dang phat trien [1].
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Ngudi ta uée tinh c6 dén 70% bénh nhan dong kinh ¢ thé c¢é cudc séng binh thuong
néu dugc diéu tri thich hop. Muc tiéu diéu tri bang thudc cho bénh nhan dong kinh nham
kiém soat con dong kinh voi liéu thudc t6i wu va han ché toi thiéu tac dung phu cia thudc
[2]. Méc du c6 nhiéu thubc chong dong kinh méi trén thi truong, tuy nhién cac loai thude
¢b dién van duoc sir dung pho bién tai Viét Nam. Trong d6 natri valproat 1a thudc thuong
gap, dé tim, tac dung trén tat ca cac thé dong kinh.

Viéc tng dung do ndng d6 thudc trong mau nhim diéu chinh liéu dé dat dén liéu
muc tiéu, ngin ngira hay xac dinh doc tinh khi st dung thuéc lidu cao hoic chwa kiém soét
duoc con dong kinh [3]. Tuy nhién, ¢ Viét Nam noi chung ciing nhu tai ddng bang séng
Ctru Long néi riéng chwa c6 nhiéu nghién ctu vé van dé dinh lwong nong do thube natri
valproat. Nham cung cép thém tu liéu vé van dé nay, ching t6i thuc hién nghién ciru nham
mo ta mot s6 dic diém bénh dong kinh, do ndng do thudc natri valproate nham cung cap tu
lieu hd tro 1am sang voi muc tidu: M6 ta dic diém 1am sang va danh gia két qua diéu tri
bénh dong kinh bang natri valproat.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru

Bénh nhan duoc chan doan dong kinh tir 16 tudi tré 1én dén kham va diéu tri tai
Bénh vién Da khoa Trung wong Can Tho tir ndm 2021 — 2023.

- Tiéu chuan chon mau: Khi bénh nhan c¢6 du 3 tiéu chuan sau:

+ Lam sang: phai c6 tir 2 con dong kinh tré 18n cé tinh chat xuat hién dot ngot, xay
ra trong thoi gian ngan, hoi phuc nhanh, c¢6 tinh dinh hinh, lién quan dén van dong, cam
giac, giac quan, y thic va tdm than, hai con dong kinh thoi gian phai cach nhau it nhat 24
gio [4].

+Pién ndo dd: CO ghi nhan song dong kinh hoc tién sir da tirng ghi nhan song dong kinh,

+ Pang don tri bang natri valproat dé diéu tri dong kinh.

- Tiéu chun loai trir: Bénh nhan khong dong y tham gia nghién ciru hoic khéng
tra loi phong van duoc; nghi ngo con co giat phan ly; roi loan dién giai nhu: ha natri méu,
ha kali mau; phu nit ¢6 thai hoic nghi ngo c6 thai; trong qué trinh diéu tri, bénh nhan sir
dung phéi hop céc loai thuc chong dong kinh khéc.

2.2. Phwong phap nghién cau
- Thiét ké nghién cieu: M0 ta cit ngang.

- Cé mau
C& mau nghién ctru duoc tinh theo cong thirc wdc tinh mot ty I€:
_ Zz p(1—p)
1—7 Cz

n: ¢& mau nghién cau

Z: hé s tin cay, véi do tin cay 95% thi =1,96

c: sai s6 cho phép, chon c=10%

p: ty 1& bénh nhan dong kinh kiém soét tot dugc con co giat khi diéu tri bang thudc
natri valproat. Theo nghién ctu cia Lé Vian Tuan, Pham Huynh Nga ndm 2013 thi ty 18 nay
la 71%, chon p 1a 0,71 [5].

Ap dyng cbng thic ¢d mau tinh duoc n=80 mau.
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- N§i dung nghién ciu:

+ Pic diém chung cua mau nghién cuu: tudi, gioi.

+ Piac diém 1am sang: thoi diém xuit hién con, yéu to khai phét, tién triéu, triéu
chimg trong con, tri¢u chimg sau con, thoi gian kéo dai cua con dong kinh.

+ Két qua diéu tri: déap tng V6i natri Valproat (dap ng hoan toan la kiém soét tot
con co giat, khong xay ra bat ky con co gidt nao trong thoi gian dung thudc; dap tng mot
phan la vAn con xay ra con co giat sau khi udng thuéc, hodc khong dap tng), tac dung phu,
nong d6 thudc.

+ Mbi twong quan gitra ndng do thudc trong diéu tri bénh dong kinh.

- Phwong phap thu thap va danh gia so liéu:

+ Cong cu thu thap sé liéu: bang cau hoi soan sin, bénh an, kim tiém 5ml, éng
nghiém dung bénh pham.

+ Phuong phap thu thap sé liéu:

Nhitng bénh nhan duoc chan doan dong kinh thoa tiéu chuan chon miu dugc tryc
tiép phong van, hoi bénh, thim kham, ghi nhan thudc diéu tri.

Sau 3 ngay dung thudc, tién hanh lay mau (2ml) trudc lieu thudc sang, bao quan
nhiét d6 phong va dua dén phong chay két qua trong vong 24 gio.

Sau khi thu thép thong tin day du, tién hanh lay mau dinh luong va chay mau bang
may sic ky long ghép ndi dau do khdi phé 3 lan ta cuc (LC-MS/MS) véi hoa chit gom:
acetonitril, methanol, xuat xa JT Baker (M¥) dat tiéu chuan HPLC grade va nudc cat 2 lan
xuat xi Merck (Duc), tiéu chuan MS grade; dwa trén nguyén ly khéi phé (do chinh xac khéi
lugng nguyén tir da trén su chuyén dong cua cac ion nguyén tir trong mot dién truong, tir
treong).

- Xir Iy s6 ligu: Phan tich sé liéu bang chwong trinh SPSS 20.

I11. KET QUA NGHIEN CUU
3.1. Pic diém chung ciia mau nghién ciu

Gidi tinh

52,5%

y

= Nam = Nir

Biéu d6 1. Pac diém phan b gisi tinh cua ddi tugng nghién cau (n=80)

N
=
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Nhan xét: ty 1& nam mac dong kinh 52,5% cao hon nit 47,5%.

Nhom tudi

10%

16,2%

73,8%

B316-35 m36-50 @>50

Biéu d6 1. Pac diém phan bo tudi cua d6i tuong nghién cau (n=80)
Nhan xét: Tuoi trung binh la 58,6+17,9, nhom tuoi chiém phan lon la trén 50 tuoi
73,8%, sau d6 la nhom tuoi tir 36-50 chiém 16,2%.
3.2. Pic diém 1am sang
Bang 1. Thoi diém xuét hién con dong kinh (n=80)

Thoi diém xuat hién con Tan sb Ty 1& (%)
Ban ngay, lac nghi 30 37,5
Ban ngay, lic dang 1am viéc, sinh hoat 8 10
Ban dém, luc ngu 3 3,7
Ban dém, luc thuc 4 5
Bat cir luc nao 35 43,8

Nhan xét: Con dong kinh thudng xuat hién bat cu lic nao chiém 43,8%, sau d6 la

xut hién ban ngay, lac nghi 37,5%, ban dém, luc nga chiém ty 18 thap nhat la 3,7%.

Bang 2. Tién triéu con dong kinh (n=80)

Tién triéu Tan s6 Ty 18 (%)
Cam giac lo lang bat chot 2 2,5
Chay nudc dai hoac chép miéng 4 5
Cam gi4c té bi dau chi, dau dau, chéng mit 35 43,7
Khéng 39 48,8

Nhan xét: Con dong kinh thudng xay ra khdng co tién triéu chiém 48,8%, sau do la
cam giac té bi dau chi, dau dau, chong mat chiém 43,7%, it khi bénh nhan c6 cam giac lo
ling bt chot 2,5% hoic chay nuéc dii hodc chép miéng 5%.

Bang 3. Pac diém lam sang cua dong kinh (n=80)

Dic diém Tan s6 Ty 1& (%)
Mat y thirc 53 66,3
Triéu ching Pau dau, chéng mit 1 1,2
tr('mg con Sl_‘u bo_tq mép ‘ 10 12,5
Tiéu tiéu trong quan 2 2,5
Khac 14 17,5
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Dic diém Tan s6 Ty 18 (%)
Mat y thiic 22 27,5
Triéu ching Mgt moi ngu thiép di 34 42,5
sau con B_au dau, ch{)ng mat 4 5
Liét tam thoi hodc khac 1 1,2
Binh thuong 19 23,8
.., | <2phut 51 63,8
Th‘é'é?'jgnkeo >2 phut 24 30
Khong xac dinh 5 6,2

Nhan xét: mét ¥ thic Ia trigu chimg trong con thuong gap nhat chiém 66,3%, sau con
bénh nhan thuong mét moi ngu thiep di 42,5%, thoi gian con dong kinh da s6 <2 phat 63,8%.
3.3. Két qua diéu tri va nong dd thudc

Dap tmg thude
7,5%

[ Hoan toan ®MOot phan

Biéu d6 2. Muc do dap tng thudc (n=80)

Nhan xét: hau hét cac dbi twong nghién ciru déu dap img hoan toan vai thude chiém
92,5%, con lai dap trng mot phan 7,5%. ’

- Tac dung phu: Trong nghién cau chi ghi nhan 1 truong hop duy nhat gap tac dung
phu khi st dung thuoc la di ung chiem 1,2%. ‘ ’ ’

- Nong d§ natri valproat: trung binh la 63,2+28,7 pg/ml, nong d6 thap nhat la 3,6
Hg/ml, nong do cao nhat 139 pg/ml khi s dung thuoc Depakin lieu 1000mg/ngay chia lam
2 lan uong. C6 30% bénh nhan dudi khoang tri liéu, 65% trong khoang tri liéu va 5% trén
khoang tri liéu.

3.4. Twong quan giira ndng dd thudc trong trong diéu tri bénh dong kinh

Bang 4. Lién quan giira ndng do6 thubc va dap tmg diéu tri

Papung | Dudi khoang tri Trong va trén Nong dé thudc trung binh N
thuéc ligun (%) | khoang tri liéu n (%) (ug/ml) P (%)
Hoan toan 20 (27%) 54 (73) 64,4+ 26,7 o= 0,445

Mot phan 4 (66,7%) 2 (33,3%) 48,02 + 48,04 :

Nhan xét: C6 27% bénh nhﬁn dég ung hoan toan co néng d6 dudi khoang tri liéu va
6@,7% bénh nhan dap ang mot phan c6 nong d6 dudi khoang tri liéu. Tuy nhién sy khac biét
vé ty 1é ndy chua c6 y nghia thong ké (¥ = 4,153, p = 0,063).
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Nong d6 thudc trung binh & nhém dap tng hoan toan cao hon nhém dap tng mot phan, tuy
nhién sy khac biét nay khdng cé y nghia théng ké (p=0,445). (**) Kiém dinh (Independent
sample T-Test).

Tudi bénh nhan co6 méi lién quan mot cach co y nghia théng ké véi nong do thude
trong mau (p=0,011). B4Si voi mdi tudi ting 1én thi nong d6 thudc trong mau s& ting
0,451pg/ml (khoang tin cay 95% la 0,105; 0,797).

Nong d6 thudc trung binh & nam cao hon nit tuy nhién sy khac biét nay khdng co y
nghia théng ké (p=0,167>0,05).

Chura ghi nhan sy khac biét vé ndng do trung binh véi cac dic diém 1am sang khac.

IV. BAN LUAN

Trong nghién ctu caa chang tdi, ty 16 nam mac dong kinh (52,5%), nit (47,5%),
tuong ddng vaéi nghién ciu cia Pham Héng brc, ty 16 nam mac bénh cao hon nit (56,3%)
[6]. Theo Mai Nhat Quang, ty I¢ nam mac dong kinh chiém ty 1€ cao hon (63%) [7], sw khac
biét nay c6 thé do sd luong mau cing nhu ti€u chuan chon mau khac nhau. Nhom tudi chiém
phan Ion la trén 50 tudi (73,8%), tudi trung binh 1a 58,6.

Con dong kinh thuong xay ra bat ca lac nao (43,7%) va khdng c6 tién triéu (48,8%).
Theo Bui Thi Lién, dong kinh thuong xay ra ty nhién, khéng cé dau hiéu bao truéc
(51,9%) [8]. Con xay ra dot ngot nén ludn ton tai nguy co cao va rat khé dé phong cho su
an toan cia nguoi bénh. Mét ¥ thirc (66,3%) la triéu ching trong con thudng gap nhat, sau
con bénh nhan thudng mét moi nga thiép di (42,5%). Thoi gian con dong kinh da sé <2
phut (63,8%) cao hon so v&i nghién ciru cia Bién Thi Trac Ha (42,6%) [9] va Nguyén Thi
Suong la 28% [10].

Ty I& dap ung hoan toan véi natri valproat la 92,5%. Cao hon so véi Nguyén Thi
Suong (61,6%) [10]. Piéu nay co thé do su khac biét vé thoi gian theo ddi cling nhu doi
tuong nghién cau. Nghién cau cua chang toi thuc hién trong thoi gian ngin hon va trong
thoi gian nam vién, duoc ti wu hoa cac yéu td nguy co nén c6 thé mirc 46 dap ang thudc sé
cao hon bénh nhan trong cong dong.

Trong nghién ctu chi ghi nhan 1 truong hop duy nhat gap tac dung phu khi sir dung
thudc 1a di ang (1,2%). Tuy nhién tac dung phu nay khong anh hudng dén lidu diéu tri ciing
nhu qué trinh diéu tri ciia bénh nhan. Theo Nguyén Thi Suong, trong 125 bénh nhan, khdng
¢6 bénh nhan nao bi tac dung phu nhiéu dén muc phai d6i thudc khac [10].

Nong do natri valproat trung binh 13 63,2+28,7 pg/ml, ndng d6 thap nhat I 3,6 ug/ml,
nong do cao nhat 139 pg/ml, ¢6 30% bénh nhan dudi khoang trj liéu, 65% trong khoang tri
liéu va 5% trén khoang tri liéu. Theo nghién cu cuia Pham Hong Tham, nong do thubc
trung binh 12 49,19 + 26,09 pg/ml, ti 18 1an luot 12 59,26%; 40,74%; 0,00% [11]. Su khac
biét nay c6 thé do sai léch nhiéu vé c& mau ciing nhu thoi diém 1y mau.

Tudi bénh nhan co6 méi lién quan thuan chiéu véi nong @6 thude trong mau. Nhitng
thay d6i lién quan dén tudi tac co thé anh hudng dén céc théng sé duoc dong hoc, hiéu qua
va kha ning dung nap cua thudc, dic biét la & ngudi 16n tudi

Ba nong do khac nhau trong huyét thanh cua axit valproic duoc so sanh trong mot
thir nghiém chéo, mu ba ddi véi 13 bénh nhan véi cac loai dong kinh hén hop duoc dung
axit valproic két hop vai cac thudc chdng dong kinh khac. Gigi han thip hon 1a 42-50 mg/L
c6 lién quan dén viéc kiém soat con dong kinh tét hon & nhitng bénh nhan nay [12]. Nong
d6 valproat trong huyét trong duogc theo ddi tién ciru ¢ 54 bénh nhan truéng thanh bi dong
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kinh, chua dugc diéu tri trude do. Liéu luong va nong do trong huyét trong ¢6 moi twong
quan cao, nong d6 >70 mg/L co lién quan dén viéc kiém soat tot hon cac con co giat cuc
bo. O nhirng bénh nhan bj co giat co cung-co giat khong co triéu chung khu trd, khong co
con co giat nao xay ra khi ndng do thudc trong huyét twong >50 pg/ml. O nhitng bénh nhan
bi dong kinh cuc b, rat khé dé xac dinh gisi han dudi cua pham vi diéu trj [13]. Do su khac
biét 16n giira cac ca nhan vé loai dong kinh va mac d6 nghiém trong ciia con dong kinh,
nong do thudc hiéu qua c6 thé thay doi dang ké tir bénh nhan nay sang bénh nhan khac.

Nghién ciu ghi nhan ndng d6 thudc gitra cac nhom dap wng 1am sang khong co su
khac biét, tuy nhién su chénh léch vé sb luong bénh nhan trong nhém dap tng hoan toan
cao hon nhiéu so véi nhoém dap tng mot phan (74 so véi 6) nén so sanh co thé chua thoa
dang, can c6 ¢& mau nhiéu hon ciing nhu sy twong dwong vé sé luong bénh dé c6 thé so
sanh mot cach hop Iy hon. DAu vy, diéu nay khéng hoan toan phu nhan duoc loi ich cua
dinh luong ndng do thudc, cung véi 1am sang, né rét hitu ich trong viéc ti wu hoa liéu thude
chbng dong kinh phu hop véi tirng bénh nhan. Tuy nhién, pham vi tham chiéu cua cac loai
thudc chdng dong kinh c6 thé khong déng tin cay trong viéc du doan sy xuét hién cua céc
con co giat dot ngot va céc tridu chiing 1am sang nghi ngd ngd doc thude. Do d6, viéc quan
ly bénh nhan dong kinh nén dya trén danh gia dap ung 1am sang va xac dinh nong do diéu
tri cho tirng ca nhan, néu can, chir khéng phai dwa trén pham vi tham chiéu [14].

V. KET LUAN

Trong nghién ciu cua chang toi, ty 16 nam mac dong kinh cao hon nit (52,5% S0 Vi
47,5%), tudi trung binh 1a 58,6+17,9 tudi. Con dong kinh thudng xay ra tu nhién, khong
tién triéu (48,8%). Mat y thirc la triéu ching thudng gap nhat (66,3%), sau con da s bénh
nhan mét moi, nga thiép di. Ty 1é dap ung hoan toan vai natri valproat 1a 92,5% véi tac
dung phu 1,2%.
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