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TOM TAT

Dat van dé: Mic du cé nhidu lra chon diéu tri thay thé cho bénh dong kinh, bao gém kich thich day than kinh phé vi
(VNS), phéu thuét va ché dé an ketogenic, thubc chéng dong kinh (AED) luén Ia lyra chon hang déu vi dé 4p dung. Viéc
diéu tri thubc déi khi kéo dai va c6 thé cén liéu luong I6n ciing nhw phéi hop thube. Do dé, dnh huéng bét loi cia thube
chéng déng kinh nén duoc xem xét trong qua trinh diéu tri. Mét trong nhiing tac déng nhuw vay la déi véi sw chuyén héa
canxi. Vi vy cén danh gié tac dong 1én nbng dé canxi ciing nhw téng truéng cia tré.

Doéi twrong, phwrong phap: Mot nghién ctru tién clru duoc tién hanh trén 78 trirong hop bénh nhi duoc chén doén
va diéu trj déng kinh tai Trung tdm Nhi khoa Bénh vién Trung wong Hué.

Két qua: Néng do Canxi mau toan phdn & nhém cé diéu tri Carbamazepine (CBZ) theo nhém tuéi (0 - < 2 tudi,
2-<6tubiva 6 - < 16 tudi) sau 9 thang diéu tri Ian ot la 2,38 + 0,02 mmol/l; 2,31 + 0,02 mmol/l, 2,27 + 0,01 mmol/l;
céc tri s6 gidm so véi tham sé binh thuong sau 6 théng diéu tri, giam so véi nhém chi diéu tri valproate acid (VPA) sau
3 thang diéu tri. Sw khac biét cé y nghia théng ké p < 0,05.

Két luan: Nén tién hanh xét nghiém sang loc canxi, danh gié tang trudng dac biét 1a chiéu cao it nhat méi 3 thang
diéu tri, ddc biét voi nhém diéu trj CBZ.

Ter khéa: Canxi mau, thubc chéng déng kinh.

ABSTRACT
THE IMPACT OF ANTI - EPILEPTIC DRUGS ON CHILDREN’S BLOOD CALCIUM CONCENTRATIONS
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Suong? Hoang Trong Phong? Nguyen Quang Thong? Le Binh Phuong Nguyen’

Background: Although there are many alternative treatment options for epilepsy, including vagus nerve stimulation
(VNS), surgery, and the ketogenic diet, antiepileptic drugs (AEDs) are always the first choice because they are easy
to apply. Drug treatment is sometimes prolonged and may require large doses and drug combinations. Therefore, the
adverse effects of antiepileptic drugs should be considered during treatment. One such effect is on calcium metabolism.
Therefore, evaluating the impact on calcium concentration and child growth is necessary.

Methods: A prospective cohort study was conducted on 78 cases of patients diagnosed and treated for epilepsy at the
Pediatric Center of Hue Central Hospital

Results: Whole blood Calcium concentrations in the Carbamazepine (CBZ) treatment group according to age group
(0 -<2yearsold, 2-<6 years old and 6 - < 16 years old) after 9 months of treatment were 2.38 + 0.02 mmol/l; 2.31
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+ 0.02 mmol/l, 2.27 + 0.01 mmol/l; The values decreased compared to normal parameters after 6 months of treatment,

decreased compared to the group treated with only valproate acid (VPA) after 3 months of treatment. The difference is

statistically significant p < 0.05.

Conclusions: Calcium screening test and growth assessment, especially height, should be performed at least every

3 months of treatment, especially in the CBZ treatment group.

Key words: Blood calcium, antiepileptic drugs.

I. PAT VAN PE

bong kinh 1a mét tinh trang r6i loan chirc nang
man tinh cta hé than kinh trung wong, dwoc dic
trung bdi con co giat 1ap lai do 16i loan cua cac té
bao ndo. Pay 1a mot réi loan thuong gip, khoang
2% dan sb bj bénh dong kinh véi khoang 50 truong
hop miac méi mdi nam trén 100.000 dan. Tan suat
hay gip cao nhit ¢ tré em chiém 75% [1].

Mic du c6 nhiéu lya chon diéu tri thay thé cho
bénh dong kinh, bao gdm kich thich dy than kinh
phé vi (VNS), phdu thudt va ché do an ketogenic
nhung thudc khang dong kinh (AED) luén 1a Iya
chon hang dau vi d& 4p dung. Viéc diéu trj thudc doi
khi kéo dai va c6 thé can lidu luong 16n cling nhu
phdi hop thude. Do d6, anh huong bat loi ciia thude
chéng dong kinh nén duoc xem xét trong qua trinh
diéu tri. Mot trong nhiing tac dong nhu vay 1a ddi véi
su chuyén hoa canxi. Canxi dong mot vai trd quan
trong trong céac churc nang sinh Iy khac nhau trong co
thé bao gdm qué trinh dong mau, duy tri chirc ning
mang té bao va kénh natri - kali, truyén tin hiéu giita
cac thu thé hormone, kich thich than kinh co, dan
truyén than kinh va hinh thanh céu tric xwong [2]...

Thudc chdng dong kinh di dugc bao cao 1a lam
giam ndng do canxi huyét thanh, can thiép vao qua
trinh chuyén héa xwong, lam giam mat d6. Co ché
nay thuong dugc coi la co s¢ cia bénh xuong lién
quan dén viéc sir dung thudc chdng dong kinh, chu
yéu xay ra 6 nhom thudc cam tmg enzym, chang han
nhu phenobarbital, phenytoin va carbamazepine.
Tuy nhién, nghién ctru gin ddy ciing chi ra ring
thuéc chéng dong kinh khong cam ung enzym,
chang han nhu axit valproic, ciing c6 thé gay ha calci
méu thong qua tac dung e ché cac chit chuyén hoa
AED lén ion canxi [3].

Anh huong cua thude chdng dong kinh trén tong
lwong canxi huyét thanh & tré em bj dong kinh &
Viét Nam chua duoc nghién ctu rong rai. Vi vay,

ching t6i quyét dinh tién hanh nghién ciru dé tai nay
v6i myc tidu danh gia tic dong ctia cic nhom thude
dong kinh 1én ndéng do canxi mau va ting trudng
cua tré theo thoi gian.

IL. POI TUQNG VA PHUONG PHAP NGHIEN
cuu

2.1. Péi twong chon nghién ciru

Gom 78 truong hop bénh nhi duge chan doan va
diéu tri dong kinh tai Trung tdm Nhi khoa Bénh vién
Trung uvong Hué tir thang 11/2021 dén thang 11/2023

Tiéu chuén chon bénh: Tré < 16 tudi. Thoa min
tiéu chuan chan doan dong kinh [4]: C6 it nhat hai
con co giat cach nhau trén 24 gio; hodc c6 mot con
co giat khong c6 yéu t6 kich goi va nguy co xuét hién
con co giat tuong tu cao (hon 60%) trong vong 10
nam toi; hodc du tiéu chudn ctia mot hoi chimg dong
kinh. Chua timg diéu tri dong kinh truéc chan doan.

Tiéu chuén loai trir: Dung thudc anh hudng dén
chuyén hoéa xuwong (vi du: steroid, thude 1oi tiéu,
vitamin D, chit bd sung canxi, bisphosphonates,
hodc calcitonin); Bét ky r6i loan noi tiét nao (vi du,
suy giap hodc bénh than); Suy dinh dudng nang;
Bt ky rdi loan than kinh tién trién nao khac ngoai
chtng dong kinh; va Bang chimg 1am sang / sinh
hoa vé coi xwong hodc cham phat trién thé chét.
2.2. Phwong phap nghién ciru

Thiét ké nghién ctru tién ciru.

Phuong phéap nghién ctu: thu thap cac dir liéu
lam sang thong qua hoi bénh, danh gia tri€u chtirng
co nang, thyc thé, lam xét nghiém can 1am sang qua
cac moc 0 thang, 3 thang, 6 thang, 9 thang: canxi
toan phan, canxi ion. Panh gia tang trudng cua tré,
loai thudc va liéu lwong sir dung.

Tim mbi lién quan giira nong do canxi huyét
thanh, ting trudng cin ning chiéu cao cua tré véi
cac nhém thude diéu tri.

Xt 1y va phan tich sé liéu: bang phan mém
SPSS 20.0
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II. KET QUA
3.1. Anh hwéng ciia cac nhém thude chong dong kinh 1én nong dd canxi mau toan phin cia tré
Biang 1: Anh huong thude chong DK 1én nong dd canxi mau toan phan

Nhém chi di¢u tri Nhém cé diu tri )
VPA CBZ Tham so
Nhém tudi | Thoi gian (N1 = 60) (N2 = 18) P binh thuong
— — [S]
n X+5SD n X+5SD
TO 17 | 2,56+0,09 6 2,67+0,18 | >0,05
. T3 15 2,57+£0,09 6 2,36+0,13 0,002 2.41-2.85
0-<2 tudi e
T6 15 2,58+ 0,10 5 2,35+0,04 | 0,001 mmol/l
T9 17 | 2,54+0,09 5 2384002 | 0,001
TO 28 2,46 £0,10 6 2,50+£0,13 | >0,05
) T3 25 2,52+0,12 6 239+0,05 | 0,018 235-2.83
2 - <6 tudi ’ ’
T6 28 2,52+0,13 6 2,2940,02 | 0,000 mmol/l
T9 28 2,56 +0,13 6 231+£002 | 0,000
TO 15 2,39 +0,08 6 239£0,13 | >0,05
N T3 14 | 2,50+0,15 6 2294003 | 0,003 229 -2.75
6-<16 tudi
T6 13 2,58 +£0,14 6 226+0,02 | 0,001 mmol/l
T9 15 2,52+0,14 6 227+0,01 | 0,000

*6 truong hop khong tai kham tai T3, 1 ngung theo doi tir T3, 4 truong hop khong tai kham tai T6.
Nong d6 Canxi mau toan phan ¢ nhom cé diéu tri CBZ giam so voi tham sb binh thuong sau 6 thang
diéu tri, giam so v6i nhom chi diéu trj VPA sau 3 thang diéu tri. Su khac biét c6 ¥ nghia thong ké p<0,05.
3.2. Anh hwéng ciia cac nhoém thudce chong dong kinh 1én ting trwéng cin ning ciia tré
Bang 2: Anh huong thudc chéng DK 1én ting truong cin ning tré nam

) Nhém chi diéu tri VPA Nhém cé diéu tri CBZ
Nhom tuoi Thoi gian — — p
n X+5SD n X+5SD
TO - T3 3 1,17+ 0,29 2 0,50 + 0,00 > 0,05
0-<1 tudi TO - T6 2 2,50 + 0,00 2 2,00+ 0,71 > 0,05
TO - T9 3 4,00+ 0,87 2 2,50+ 0,71 > 0,05
TO - T3 13 0,46 + 0,38 1 0,00 + 0,00 > 0,05
1 - <4 tubi TO - T6 14 1,25+ 0,58 1 0,50 + 0,00 > 0,05
TO-T9 14 2,29 +0,85 1 1,00 + 0,00 > 0,05
TO - T3 9 0,50 + 0,50 3 0,50 + 0,50 > 0,05
4 - <10 tudi TO - T6 10 1,45 + 0,90 3 1,17 0,58 > 0,05
TO - T9 10 2,65+ 1,13 3 1,67 0,76 > 0,05
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) Nhom chi diéu tri VPA Nhém cé diéu tri CBZ
Nhom tuoi Thoi gian — — p
n X +5D n X +5D

TO - T3 3 1,50 £ 0,50 0 0 N/A

10-<16tudi | TO-T6 3 2,83+ 1,53 0 0 N/A

TO-T9 4 4,13 1,31 0 0 N/A
TO - T3 28 0,66 + 0,55 6 0,42 + 0,38 > 0,05
Chung TO - T6 29 1,57+0,93 6 1,33+ 0,75 > 0,05
TO-T9 31 2,81+ 1,19 6 1,83 + 0,82 > 0,05

Tang trudng cin nang tré nam & nhom cé diéu tri CBZ thap hon so véi nhom chi diéu tri VPA khi so sanh
theo nhom tudi. Su khac biét nay khong c6 y nghia thong ké.

Bang 3: Anh huong thudc chéng PK 1én ting truong cin ning tré nit

. Nhém chi diéu tri VPA Nhém cé diéu tri CBZ
Nhom tuoi Thoi gian — — p
n X+5SD n X+5SD

TO - T3 7 0,66 + 0,36 4 0,63 + 0,48 > 0,05

0-<1 tudi TO - T6 7 1,33 + 0,24 3 1,33+ 0,58 > 0,05
TO - T9 8 2,51+0,56 3 2,17 +£0,29 > 0,05

TO - T3 9 0,44 + 0,39 0 0 N/A

1 - <4 tudi TO - T6 11 1,09 + 0,44 0 0 N/A
TO - T9 11 1,95 +0,52 0 0 N/A

TO - T3 8 0,63 0,52 8 0,31 + 0,46 > 0,05

4 - <10 tudi TO-T6 7 1,50 + 0,58 8 0,75 + 0,46 0,024
TO - T9 8 2,50 + 0,80 8 1,19 +0,59 0,003

TO - T3 2 1,00 + 0,00 0 0 N/A

10-<16tudi | TO-T6 2 2,50 + 0,71 0 0 N/A
TO - T9 2 4,75+ 1,77 0 0 N/A
TO - T3 26 0,60 + 0,42 12 0,42 + 0,47 > 0,05

Chung TO - T6 27 1,36+ 0,56 11 0,91 + 0,54 0,026
TO - T9 29 2,45+ 0,96 11 1,45+ 0,69 0,002

Tang trudng can ning tré nit & nhoém cé diéu tri CBZ thap hon so véi nhom chi didu tri VPA khi so sanh
theo nhom tudi. Su khac biét nay c6 ¥ nghia théng ké & nhoém 4 - 10 tudi va khi danh gia chung sau 6 va 9
thang diéu tri.

20 Y hoc 1dm sang Bénh vién Trung wong Hué - S 94/2024



Anh huéng ciia thuéc chdng dong kinh lén nong do canxi...

3.3. Anh hwéng ciia cac nhém thude chong dong kinh 1én ting truwéng chiéu cao ciia tré

Biang 4: Anh huong thude chdng DK 1én tang truong chidu cao tré nam

§ Nhém chi diéu tri VPA Nhém cé diéu tri CBZ
Nhom tuoi Thoi gian - T1sD N T1sD p
TO - T3 3 4,33 +£0,58 2 2,75 +£2,47 > 0,05
0-<1 tudi TO - T6 2 9,00 + 1,41 2 6,00 + 4,24 > 0,05
TO - T9 3 12,33 +2,52 2 8,00 + 6,36 > 0,05
TO - T3 13 1,88 0,55 1 1,50 + 0,00 > 0,05
1 - <4 tubi TO - T6 14 3,82+ 1,23 1 3,00 £ 0,00 > 0,05
TO - T9 14 539+2,17 1 3,00 + 0,00 > 0,05
TO - T3 9 1,28 +0,36 3 1,33 +0,29 > 0,05
4 - <10 tudi TO - T6 10 2,75+ 0,49 3 2,67 £0,29 > 0,05
TO - T9 10 3,20+ 0,79 3 3,17 +0,76 > 0,05
TO - T3 3 1,00 + 0,50 0 0 N/A
10-<16tudi | TO-T6 3 2,67+0,58 0 0 N/A
TO - T9 4 425+ 1,44 0 0 N/A

Khoéng co6 sy khac biét co y nghia thong ké khi so sanh tiang truong chiéu cao ¢ tré nam gitra 2 nhom

thuoc diéu tri.

Bang 5: Anh huong thudc chéng DK 18n ting truong chiéu cao tré nit

Nhém chi diéu tri VPA

Nhém cé diéu tri CBZ

Nhém tudi Thoi gian " T+sD N T+sD p
TO - T3 7 3,57+ 0,79 4 5,50 + 3,00 > 0,05
0-<1 tudi TO - T6 7 7,86 + 1,03 3 8,67+ 1,61 > 0,05
TO-T9 8 10,88 + 1,48 3 10,83 +2,36 > 0,05
TO - T3 9 2,06 + 0,73 0 0 N/A
1 - <4 tudi TO-T6 11 3,91+ 1,26 0 0 N/A
TO-T9 11 6,09 + 1,88 0 0 N/A
TO - T3 8 1,31 +0,37 8 1,31 + 0,46 > 0,05
4 - <10 tudi TO - T6 7 2,86 + 0,48 8 3,00+ 0,53 > 0,05
TO - T9 8 4,38+ 0,88 8 3,63 + 0,83 > 0,05
TO - T3 2 1,00 + 1,41 0 0 N/A
10-<16tudi | TO-T6 2 1,50 +2,12 0 0 N/A
TO-T9 2 2,00 + 2,83 0 0 N/A

Khéng co su khac biét c6 y nghia thdng ké khi so sanh ting truéng chiéu cao & tré nir giita 2 nhdém thudce

diéeu tri.
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Bang 6: So sanh ting truong chiéu cao tuong ung theo tudi va gidi cta biéu dd WHO sau 9 thang diéu tri

. Nhém chi diéu tri VPA Nhém cé diéu tri CBZ
Tang truwédng Chiéu cao P
n % n %
Binh thuong 16 26,7 1 5,6
> 0,05
Giam 44 73,3 17 94,4
Téng 60 100,0 18 100,0

So sanh tang trudng chiéu cao twong tng tudi va gidi theo biéu d6 WHO duya trén dudng biéu dién
percentile tai thoi diém TO va sau 9 thang diéu tri, ty 1€ giam chiém da sb ca & 2 nhoém, nhom c6 diéu tri
CBZ ty 1& giam cao hon. Su khéc biét nay khong c6 y nghia thong ké.

IV. BAN LUAN

Nong d6 Canxi mau toan phan ¢ nhom c6 dicu tri
CBZ giam so v6i nhom chi diéu tri VPA sau 3 thang
diéu tri. Sy khéac biét c6 ¥ nghia théng ké p < 0,05.
Dic biét 1a khi so v6i tham s6 binh thuong [5] sau 6
thang diéu tri, nf”)ng d6 Canxi mau toan phﬁn 6 nhom
c6 diéu tri CBZ giam r5. Ngoai ra, qua trinh nghién
ctru ¢o6 1 truong hop & thang thur 3 c6 con tetani do
ha canxi mau va nhap vién, chiing t6i da cho tré bd
sung canxi sau do nén dirng nghién ctru truong hop
nay. Két qua nay pht hop véi nghién ctru ciia Arinta
Atmasari va cs (2017) ghi nhan ¢6 mdi trong quan
vira c6 ¥ nghia thong ké gitra thoi gian diéu tri bang
carbamazepine va mirc canxi toan phan (r = 0,36;
P =0,001) [6]. Nghién cuu Abhijit Misra va cong
su (2010) chi ra liéu phap carbamazepine lam giam
nong d6 vitamin D, thay doi dang ké nong do canxi
mau sau 6 thang diéu tri (9,42+£0,6;8,73+£0,72;p<
0,001) [7]. Thudc chéng dong kinh dd duoc bao cdo
1a 1am giam nong d6 canxi huyét thanh, can thiép
vao qué trinh chuyén hoa xuong, lam giam mat do
xuong chi yéu thong qua cam tng hé thdng enzym
cytochrom P450 (CYP450) trong gan. Sy cam ng
ctia hé thdng cytochrome P450 dan dén ting su di
hoa vitamin D thanh cac chit chuyén hoa khong
hoat dong. Su suy giam vitamin D hoat tinh dan
dén giam hap thu canxi qua duong tiéu héa, ha calci
méu va ting PTH tuan hoan. PTH lam ting su huy
dong cua cac kho du trir canxi & xwong. Co ché nay
thuong duogc coi la co s¢ cua bénh xuong lién quan
dén viéc st dung thube chdng dong kinh, chu yéu
xay ra & nhom thudc cam tmg enzym, ching han
nhu phenobarbital, phenytoin va carbamazepine [3].

Vi két qua & trén, chung t6i tiép tuc phan tich
viéc giam canxi mau c6 anh huong 1én ting truong

chiéu cao cua tré. Mirc ting trudng cin ning va
chiéu cao phu thudc nhiéu vao gidi tinh va loa
tudi clia tré. Vi vay chung toi phan tich riéng dya
trén nhém tudi va gidi tinh. Qué trinh theo ddi
c6 6 truong hop khong tai kham tai thoi diém 3
thang, 1 ngung theo doi tur thang tht 3 do ¢6 con
tetani trén 1am sang, 4 truong hop khong tai kham
tai thoi diém 6 thang. Céac trudng hop trén déu co
tai kham tai thoi diém 9 thang. Phén tich bang két
qua 5 va 6 cho thay ting truong chiéu cao & ca tré
nam va nit khi phén tich theo tudi & 2 nhom diéu
tri khong co su khac biét co y nghia thong ké. Tuy
nhién, khi so sanh ting trudong chiéu cao twong
rmg theo tudi va gidi cia biéu d6 WHO duya trén
duong biéu dién percentile tai thoi diém ban dau
va sau 9 thang diéu tri, ty 1& giam chiém da sé ca
& 2 nhém. Piéu nay cho thay VPA c6 tac dong 1am
cham ting truong chiéu cao theo co ché khac ma
khong anh huéng nong d6 Canxi mau. Nghién ciru
ctia Min va cong su (2020) cho thay viéc sir dung
lau dai axit valproic khong co tac dung dang ké
dbi voi canxi, phdt pho, ALP, PTH va Osteocalcin
trong huyét thanh & tré bi dong kinh, nhung né co
thé lam giam 25-OH-VitD va mat d¢ xuong, cho
thay tré bi dong kinh di dung axit valproic trong
mot thoi gian dai c6 nguy co bi lodng xuong [8].
Nghién ciru gan ddy ciing chi ra raing AED khong
cam ng enzym, ching han nhu axit valproic,
cling c6 thé anh hudng ting truong cua tré. Trong
céc nghién ctru nudi cay té bao, valproate di dugc
ching minh 12 ngin chin sy phat trién xuong dai
bang cach trc ché sy hinh thanh syn va day nhanh
qua trinh c¢6t hoa sun ting truong [9]. Nhitng tac
dung nay duogc cho 1a phu thudc vao thoi gian va
liéu luong [3].
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Vé tang trudng cAn ning, ting trudng cin ning tré
nir & nhom c6 diéu tri CBZ thap hon so v6i nhom chi
diéu tri VPA khi so sanh theo nhém tudi. Su khéc biét
niy c6 y nghia théng ké & nhom 4 - 10 tudi va khi danh
gia chung sau 6 va 9 thang diéu tri. Tac dung phu ting
can ciia VPA da dugc bao céo rat nhiéu [10] vi vy co
thé 1y giai su khac biét ting trudng cin ning gitra 2
nhém diéu trj trong nghién ctru ctia chiing toi.

V. KET LUAN

Nghién ctru hién tai ctua ching t6i cho thiy gia
tri canxi thap hon dang ké ¢ nhém c6 diéu tri thude
carbamazepine sau 3 - 6 thang diéu tri. Do d6, nén tién
hanh xét nghiém sang loc canxi, danh gia tang trudng
dic biét 1a chiéu cao it nhat mdi 3 thang diéu tri.
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