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Nghién ciru dic diém vé roi loan tri nhé trén bénh nhan dong
kinh la ngwoi trweong thanh di€u tri bang phenobarbital

Study the characteristics of memory disorders in adult epilepsy patients
treated with phenobarbital

Nguyén Vin Hwéng, Lé Thé Phi Trwong Pai hoc Y Ha Ngi

Tom tat

Muc fiéu: M6 ta, phan tich mot s6 dic diém vé rdi loan tri nhé trén bénh nhan déng kinh con co
clrng - co giat (con I&n) & ngudi trwdng thanh da va dang didu tri bang thuéc khang dong kinh
phenobarbital. Déi tuong va phuong phép: Nghién clru md ta c&t ngang trén 100 bénh nhan déng
kinh con I&én & ngudi trwdng thanh. Bénh nhan dwgc chia lam hai nhom: Nhém 1 cé 50 bénh
nhan s dung phenobarbital tai tuyén y t& dia phuwong, nhém 2 cé 50 bénh nhan st dung thubc
khang dong kinh cé dién khac I4y tai Bénh vién Bach Mai. M&i bénh nhan dwoc thdm kham lam
sang vé tri nhé va lam céac trdc nghiém danh gia chirc ndng tri nhé. Sau d6, so sanh két qua thu
duwoc tir méi nhom véi nhém con lai. Két qua: R&i loan tri nhé trén bénh nhan dung phenobarbital
chiém 64% cao hon 2,46 |an so v&i nhém bénh nhan st dung thudc khang dong kinh khac (36%)
c6 y nghia théng ké (OR = 2,46, Cl 95%: 1,1 - 5,5, p=0,028). Réi loan tri nh& gép chi yéu & nhém
tudi khéi phat con dong kinh dudi 6 tudi chiém 95% & nhém dung phenobarbital va 80% & nhém
thudc khac, tuy nhién gitra 2 nhédm khong co s khac biét cé y nghia véi p>0,05. Nhédm thdi gian
dung phenobarbital trén 5 ndm c6 74,4% bénh nhan c6 rbi loan tri nh¢ gép 3,31 lan nhéom st
dung thudc khac trén 5 ndm (53,3%) sw khac biét cé y nghia théng ké (OR = 3,31, Cl 95%: 1,31 -
8,37, p=0,013). Két luan: Bénh nhan dong kinh co6 st dung phenobarbital cé ty 1& rdi loan tri nho
cao gap 2,46 1an so v&i sir dung cac nhém thudc khang déng kinh khac. Thoi gian dung thubc
khang doéng kinh dai trén 5 ndm & nhém s dung phenobarbital cé nguy co réi loan tri nhé gép
3,31 1an so v&i nhom thube khang dong kinh khac.

Tcr khéa: Bong kinh, réi loan tri nhé, phenobarbital.

Summary

Objective: To describe and analyze some characteristics of memory disorders in adult
epileptic grand mal seizures treated with phenobarbital. Subject and method: Cross-sectional
descriptive studies were compared with 100 adult epileptic grand mal seizures. Patients were
divided into two groups: Group 1 was the patient who used phenobarbital at the local health
service under the National Program; group 2 was the patients who received other antiepileptic
drugs taken at the Bach Mai Hospital. Each patient was examined for clinical and make the tests
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of memory. Then compare the results obtained from the two groups. Result: Memory impairment
in patients taking phenobarbital was 64% and higher 2.46 times than that of the other anti-
epileptic drugs (36%) (OR = 2.46, Cl 95%: 1.1 - 5.5, p=0.028). Memory disorders were mainly
seen in the age of the onset seizures below the age of 6 years was 95% in the phenobarbital
group and 80% in the other group. However, there was no significant difference between the two
groups for p>0.05. The duration of phenobarbital over 5 years was 74.4% of patients with memory
disorders and higher 3.31 times more than other anti-epileptic drugs (53.3%). The difference was
statistically significant (OR = 3.31, Cl 95%: 1.31 - 8.37, p=0.013). Conclusion: Patients taking
phenobarbital ware memory disorders higher 2.6 times than in other anti-epileptic drugs. Duration
of using anti-epileptic over 5 years in the group of phenobarbital is 3.31 times higher rate of

memory disorders than other drugs.

Keywords: Seizure, memory disorder, phenobarbital.

1. Dat van dé

DPong kinh 13 bénh ly xuét phat tir tdn thwong
& nao, gay hau qua la con dong kinh va co thé
gay tén thwong chirc nang nhan thirc néi chung,
trong d6 c6 linh v tri nhé [1], [2]. Céc réi loan
nhan thre 1a hdi chirng & vé ndo goém tri nhé, tw
duy, dinh hwéng, sy hiéu biét, tinh toan, kha
nang hoc tap, ngdn ngir va sy phan doan [3], [4].
Cac rbi loan nhan thirc tuy theo mirc d6 tram
trong cla bénh va ngudi bénh cé thé bi phu
thudc vao ngudi than mot phan hay toan bd, do
dé anh hudng I6n dén chéat lwong sbng cla
bénh nhan [5], [6]. Nhitng nam gan day da co
mét sb nghién ciru vé réi loan nhan thirc ciing
nhw rdi loan tri nh& néi riéng trén bénh nhan
dong kinh da dwoc cong bb ca trong va ngoai
nuwéc [7], [8], [9], [10] cho thdy c6 suw khac biét
vé ty 1& rdi loan nhan th&c gilra cac nhém
thuéc khang dong kinh khac nhau. Nghién ciru
cua O’Leary DS va cong sw (1998) [11] da md
t& moi lién quan vé sinh bénh hoc gitra réi loan
tri nhé va déng kinh. Nghién clru cia Meador
KJ, Loring DW (2005) [7] cho thay suy gidm tri
nhé trén bénh nhan déng kinh c6 sw khac biét
tuy theo thé dong kinh, tan sut con déng kinh,
tudi khéi phat, thoi gian mac bénh, va viéc cé
str dung phenobarbital hay khéng. Nghién ctru
ca H6 Anh Thay (2011) [6] ciing cho thay suy
giam nhan thc giam rd rét & nhédm bénh nhan
st dung phenobarbital. Tri nh& la linh viec quan
trong trong hoat déng nhan thrc va la linh vyc

trung tdm cla hoat ddng nay, rdi loan tri nhé sé
gay anh hwédng téi nhiéu méat khac cta hoat
déng nhan thirc. Réi loan tri nhé cling 13 tiéu chi
co ban nhét d& chan doan xac dinh va phan loai
mdrc d6 rdi loan nhan thirc. Trén thé gidi va trong
nuwéc cé rat nhiéu nghién ciru vé rdi loan tri nhé
trén bénh nhan déng kinh da dwoc céng bé, cho
thdy khéng nhitng do dac diém sinh bénh hoc
bénh ddng kinh ma con do viéc st dung mot sb
thudc khang dong kinh cb dién ciing gay nén réi
loan tri nh&, trong dé phenobarbital 1a thubc dién
hinh nhat [9]. O' Viét Nam, hién nay, déng kinh
toan thé con I&n chiém ty 1& cao, gdp & moi lra
tudi, gay tam ly lo l&ng va so hai lén nguoi
bénh va gia dinh, con con c6 thé gay mét y
thirc, nguy hiém dén tinh mang bénh nhan.
Cac thubc hién nay dang dwoc sir dung gébm hai
nhém la thubc khang déng kinh cb dién cé wu
diém gia ré, hoat phd réng nhwng nhiéu tac dung
khéng mong muén va thuéc khang déng kinh thé
hé md&i c6 hoat phd khong rong, it tac dung
khéng mong mudn nhung gia thanh cao. Trong
do, phenobarbital 1a thuéc khang déng kinh cb
dién gia thanh ré, s dung phd bién theo
Chuwong trinh Muc tiéu Quéc gia. La loai thubc co
tinh chat an than cao nén thuéc gay nhiéu tac
dung khéng mong muén: Cham chap, an than,
anh hwéng dén tri nhd ma dwoc nhiéu tac gia
trong va ngoai nwéc nghién ctru [9]. Hién & Viét
Nam chwa nhiéu nghién ctru vé linh vuwc nay. Do
do, chung téi tién hanh dé tai nham muc tiéu: Mo
td, phan tich mét sé dac diém vé réi loan tri nhé
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trén bénh nhan doéng kinh con Ién & nguoi
trwéng thanh da va dang diéu tri bang
phenobarbital.

2. B6i twong va phwong phap
2.1. Déi twong

DPéi twong gdbm 100 bénh nhan (BN) dwoc
chan doan xac dinh déng kinh con 16n (con co
cing - co giat: Tonic - clonic) theo tiéu chuén
ILEA. Cac bénh nhan déu co tudi tiv 18 trd 1én.
Loai trtr cac trwedng hop bénh nhan bi déng kinh
méac mot sd bénh lién quan dén rbi loan tri nhé
trwéc d6 va nhirng bénh ly tdn thwong néo khac:

T4t ca cac bénh nhan déu dwoc chup cat 16p
vi tinh hodc chup cong hwéng tir so ndo dé loai
trir cac nguyén nhan thuc tén & nao.

Tién hanh kham lam sang dé loai trr cac
bénh lién quan dén rdi loan tri nhé trwdc dé nhw:
Bénh Alzheimer, sa sut tri tué do mach mau, cac
bénh ly tam than, b&nh mu chi¥, khiém thj hoac
khiém thinh.

Cac BN du tiéu chuan dwoc chia lam hai
nhém:

Nhém 1: Gém 50 bénh nhan diéu tri bang
phenobarbital theo Chwong trinh Muc tiéu Quéc
gia tai Bénh vién Tam than tinh Thanh Héa. V&i
liéu dung phenobarbital (Gardenal): Tat ca 50
bénh nhan déu cé liéu dung theo chwong trinh 2
vién loai 100mg (200mg/ ngay).

Nhom 2: Gém 50 nguwdi la cac bénh nhan st
dung thubc khang ddng kinh khac: Valproat acid,
phenytoin, carbamazepine tai Khoa Than kinh -
Bénh vién Bach Mai.

2.2. Phwong phap

Phwong phap méd ta cit ngang, c6 so sanh
déi chirng. La phwong phap nghién ctu héi ciru
véi ngudn théng tin tr bénh nhan, nhirtng nguoi
than va gia dinh bénh nhan. M4u nghién ciru c6
100 bénh nhan du tiéu chuén Iwa chon.

Cac bénh nhan cta 2 nhom sé dwgc kham
lam sang vé than kinh tam than. Ngoai ra, ddi
twong nghién clru sé& dwoc lam tréc nghiém vé tri
nhé. Dé tranh hién twong réi loan tri nhé do

hoang hén sau con dbng kinh, tinh trang tri nhé
cua bénh nhan dwoc danh gia sau con dong kinh
it nhat 72 gi¢v. Cu thé: V& mat 1am sang chung toi
danh gia rdi loan tri nhé hinh &nh théng qua hdi
va khai thac bénh nhan nhw sau:

Kham lam sang vé cac biéu hién vé tri nhé
ngén han: Héi bénh nhan théng qua nguwoi than
cac sw kién xay ra trong gia dinh quan trong
trong thdi gian: Trong ngay va tudn, trong mot
vai thang trudc, trén 1 nam truoc.

Cac biéu hién réi loan tri nhé dai han:

Hdi BN théng qua ngw&i than: BN c6 quén
céac kién thirc da dwoc biét tv nhd, BN ¢6 quén
ky ndng da biét.

Panh gia tri nho thi giac khdong gian: Cho
bénh nhan nhin mét hinh anh khéng gian dé nghi
bénh nhan mé ta lai hinh anh do.

DPanh gia dwa vao: Trac nghiém vé tri nho
hinh anh (Visual Memory Tests) dwoc thwc hién
sau con dong kinh cudi cung it nhat 48 gio dé
tranh trang thai y thirc hoang hén sau con giat.
Day |a bd cau hdi ctia Hoi Tam than hoc Hoa Ky
(DSM-IV) [7] c6 stra d6i dwoc cac nghién clru
trong va ngoai nwéc ap dung va chuan hoéa trong
nghién ctru roi loan tri nhé va sa sut tri tué. Voi
dod nhay va doé dac hiéu cao. Tém tat nhu sau:

Nhé ngay (Immediate Recall): Téi da 10
diém.

Nhé& c6 tri hodn (Delayed Recall): Téi da 10
diém.

Nhan biét mudn (Delayed Recognition) cach
danh gia: Tri nho.

Nh& ngay (binh thwéng > 5/10 diém) co rdi
loan < 5 diém.

co tri hodn (binh thwong > 4/10 diém) c6 rdi
loan < 4 diém.

Nhan biét mudn binh thuwéng > 9/10 diém) co
rdi loan < 9 diém.

DPanh gia vé trinh dd hoc van: Bénh nhan
dwoc hdi vé trinh dd hoc van cGa minh Ia 16p
may. Mrc danh gia t mu ch (I6p 0) dén lop 12
va tinh trung binh vé trinh d hoc van (mrc trung
binh I&p) gitra hai nhdm nghién clru.
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2.3. Xtr ly va phan tich sé liéu 2.4. Pao dirc trong nghién ctru

Céac s6 liéu thu thap dwoc nhap théng tin vao Déi twong tham gia dwoc gidi thich vé muc
may tinh, sau d6 dwgc phéan tich bang phan dich, ndi dung, phwong phap nghién clu, tw
mém SPSS 15.0 va Qhén mém STATA 8.0. So  nguyén ddng y tham gia nghién ctru... Thong tin ca
sanh cac ty I& dyng trac nghiém y?, trong treong  nhan sé dwoc ma héa va chi st dung cho muc
hop s6 lwgng trong tirng 6 nhd ho’n 5, trac  gich nghién ctru.
nghiém Fisher dwoc st dung thay theé.

3. Két qua
Bang 1. Dac diém chung vé tudi, gi&i, trinh dd hoc van
va thi gian dung thuéc trung binh gitra hai nhém nghién ctru
Nhém dung phenobarbital Nhém khac p
Tudi trung binh 33,32+ 11,56 35,57 + 13,84 0,413
o Nam 34 68,0% 31 62,0%
Gioi 0,65
N 16 32,0% 19 38,0%
Trinh d6 hoc van trung binh (16p) 9,23 £2,03 10,82 +1,78 0,254
Théi gian dung thuéc trung binh
(nam) 7,35+2,14 6,48 + 1,23 0,151

Nhéan xét: Do tudi chl yéu 1a nhém 18 - 40 tubi, tudi trung binh gitra hai nhém khong cé suw khac
biét v&i p=0,413 > 0,05. Khdng co sw khac biét vé gidi gitra hai nhém véi p=0,65 > 0,05. Trinh d6 hoc
véan trung binh & nhém dung phenobarbital 1a 9,23 + 2,03 thap hon nhém thube khac (10,82 + 1,78).
Tuy nhién, sw khac biét khdng cé y nghia thdng ké véi p=0,254 > 0,05. Khong cé su khac biét vé thoi
gian dung thudc trung binh gitra hai nhém cé y nghia thdng ké v&i p=0,151 > 0,05.

Bang 2. Lién quan thuéc khang déng kinh phenobarbital véi ty 1é réi loan tri nhé

Thuéc R6i loan tri nhé (n, %) Khéng réi loan tri nhé (n, %) Téng
Phenobarbital 32 (64) 18 (36) 50
Thubc khac 21 (42) 29 (58) 50

Téng 53 47 100

OR =2,46, 95% CI: 1,1 - 5,5, p=0,028

Nhén xét: Trong 50 bénh nhan st dung phenobarbital c6 32 bénh nhan (64%) cé ri loan tri nhé,
gép 2,46 Ian so v&i nhdm 50 bénh nhan st dung thubc khac khi chi c6 21 bénh nhan (42%) c6 rbi
loan tri nhé. Sy khac biét nay cé y nghia théng ké (OR = 2,46, Cl 95%: 1,1 - 5,5, p=0,028).

Bang 3. Lién quan giira tri nh& v&i tudi khéi phat con gitra hai nhom

Phenobarbital (n, %) Thuéc khéac (n, %)
R R R R R 6 - 17 ¥ R
<6tudi | 6-17tuoi | 218 tudi Tong < 6 tuoi tud 2 18 tuoi Tong
Réi 22 32
i 6 (46,2) 4 (28,6) 4 (80,0) 7 (30,4) 8 (34,8) 18 (36,0)
loan tri (95,7) (64,0)

4
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nho

K’h()ng 18

roiloan | 1(4,3) 7(53,8) | 10(71,4) (36.0) 1(20,0) | 16 (69,6) | 15 (65,2) | 32 (64,0)
tri nho

2 23

Toéng (100) 13 (100) | 14 (100) 50 5 (100) 23 (100) | 23 (100) 50

Nhéan xét: Rbi loan tri nhé & tudi khéi phat dwdi 6 tudi gép rat cao & nhém dung phenobarbital 1a
95,7% va nhém thubc khang dong kinh khac 80,0%. Tuy nhién, khéng cé sw khac biét vé réi loan tri
nhé lién quan dén tudi khdi phat gitba 2 nhém cé y nghia théng ké véi p=0,087.

Bang 4. Lién quan giira réi loan tri nh&
v&i thoi gian dung thudc (thoi gian mac bénh) gitra hai nhém

L . Phenobarbital (n, %) Thuéc khéac (n, %) p, OR
Thei gian dung 5 nam tré
thuéc Trén 5nam | Dw&i 5 nam nam e | pwei 5 nam
1én p=0,0132,
R&i loan tri nho 29 (74,4) 3(37,5) 11(35,5) 10 (52,6) OR =33,
Khoéng rdi loan 95% CI: 1,31 -
i nhe 10 (25,6) 8 (62,5) 20 (64,5) 9 (47,4) 897
Téng 39 11 31 19
OR = 3,31, 95% CI: 1,31 - 8,37, p=0,0132

Nhén xét: Khi nghién ctru vé mébi lién quan
thoi gian dung thudc khang déng kinh chung toi
thdy: O nhém thoi gian dung phenobarbital trén
5 nam, c6 29/39 bénh nhan c¢6 rdi loan tri nho,
chiém 74,4%, gép 3,31 1an nhém s dung thubc
khac trén 5 nam va&i 21/45 (53,3%) bénh nhan,
sw khac biét cé y nghia théng k& (OR = 3,31,
95% CI: 1,31 - 8,37, p=0,0132). Tuy nhién, &
nhém cé théi gian dung thube dwdi 5 ndm khéng
c6 sw khac biét co y nghia thdng ke.

4. Ban luan

Tri nhé la linh viec quan trong trong hoat
dong nhan thirc va la linh ve trung tdm cdia hoat
dong nay. Réi loan tri nhé lién quan mat thiét
dén tén thwong cac khu ve chi phdi. B&i vi, khu
vie chi phéi tri nhé tap trung chd yéu & cac khu
vie nhu hdi hai ma thai dwong, khu vwc dudi doi
va ndo trung gian, thuy tran, thé trai [3]... Trén
thé gioi, cd rat nhidu nghién ctru vé réi loan tri
nhé trén bénh nhan déng kinh da dwoc cong bb,
cho thay cé nhiéu yéu té gay nén réi loan tri nhé,

trong do cé viéc sir dung médt sd thubc khang
dong kinh cb dién ma phenobarbital & thubc dién
hinh nhat [2], [5], [8]. Trong nghién cku cla
ching t6i, trong 50 bénh nhan s& dung
phenobarbital c6 32 bénh nhan (64%) c6 rbi loan
tri nh&, gap 2,46 1an so véi nhém 50 bénh nhan
st dung thudc khac khi chi c6 21 bénh nhan
(42%) c6 rdi loan tri nhd, sy khac biét nay co y
nghia théng ké. Két qua nay ciing phu hop véi
nghién ctu trwdc day cda Gomer B va cOng sy
[2] khi tac gid cho réng réi loan tri nhé & nhém
st dung phenobarbital cao hon gép 7,2 lan so
véi nhdom bénh nhan si¢ dung cac nhom thubc
khang déng kinh topiramate. CAc tac gia trén thé
gi¢i déu cho réng qua trinh hinh thanh tri tué néi
chung va tri nhé& néi riéng lién quan mat thiét dén
sy phat trién va hoan thién bd nio chju sy tac
ddng bén ngoai vé tam ly xa hoi va méi truong t
thoi tho du. Chinh vi vay, ma khi co sw tac déng
clia con dong kinh ciing nhu mét sb thudc khang
dong kinh cé xu hwéng trc ché than kinh va tinh
an than cao c6 thé anh huwdng dén sy phat trién
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va hinh thanh tri tué néi chung va tri nh& néi
riéng [4], [7], [10], [11]. Trén co s& do, Donati F
va cdng s [3] nhan théy nhom bénh nhan ddng
kinh c6 tudi kh&i phat dwéi 6 tubi khi st dung
thuéc khang dong kinh phenobarbital cé nguy co
rbi loan tri nhé tbng hop cao gap 4,5 1an so voi
nhém phenytoin va cao gép 3,6 lan so v&i nhém
valproate acid. Theo tac gia, nhirng con déng
kinh kh&i phat & ban cau wu thé thuwong gay
khiém khuyét tri nhé vé 100 néi dan dén sy gidm
kha nang hoc tap. Nguwoc lai nhirng con déng
kinh kh&i phat ban ciu khéng wu thé lam bénh
nhan thwdng bi khiém khuyét vé tri nhé hinh
anh. Do vay, khi tudi khéi phat trwéc khi tré di
hoc va dung céac thubc co tinh an than cao thi
kha nang suy gidm hau hét cac loai tri nhé, chinh
vi thé thuwéng 1am bénh nhan kho tiép thu kién
thirc hon so v&i nhém tré em binh thuwdng khac.
V& van dé nay nghién ctru cha chadng t6i cho
thay: R&i loan tri nhé & tudi khéi phat dwsi 6 tudi
gap rat cao & nhém dung phenobarbital & 95,7%
va nhom thube khang déng kinh khac 80,0%. Tuy
nhién, khdng c6 su khac biét vé rdi loan tri nhé
lién quan dén tudi khdi phat gitka 2 nhém co y
nghia thdng ké&. H6 Anh Thay [1] nghién clru mot
nhém bénh nhan déng kinh & tudi trwdng thanh
diéu tri bang phenobarbital cho thdy nhém st
dung thuéc nay cé nguy co suy gidm nhan thirc
cao gap 2,5 lan so v&i nhom thube khang dong
kinh khac, va trong nghién clru nay tac gia ciing
cho thay tudi kh&i phat duwéi 6 tudi ty & rdi loan
tri nhé & nhém dung phenobarbital cao hon
bénh nhan dung cac nhém thubc khang doéng
kinh khac. Tuy nhién, nhiéu tac gid déu cé nhan
dinh chung rdi loan tri nh& ciing nhw rdi loan cac
linh vwc khac clia nhan thire lién quan dén nhiéu
yéu t6 khac nhu tudi khéi phat, tan suét con, thoi
gian méc bénh [2], [3], [7]. Nghién clu trwéc day
cua Helmstaedter C, Kurthen M (2001) [9] trén
127 tré em sét cao co giat véi mot nhém didu tri
bang phenobarbital va mét nhém gid dwoc sau
hai nam dung thudc tac gid thay trdc nghiém chi
s6 1Q vé tri nhé nhém cé dung phenobarbital anh
hwéng rd rét, theo tac gid phenobarbital la thubc
cdm ng men va cé tinh an than nén khi dung
V@i tré nhé 1am cho tré luén & trang thai d& dan

gidm tap trung chu y, thiéu sw sang tao, chat
lwong hoc tap giam sut dan dén dung lau dai sé
bao mon nhéan thic trong dé cé tri nhéd. Mat
khac, khi dung phenobarbital kéo dai gay tinh
trang thiéu folic acid dan dén roi rac trong tw duy,
thiéu tinh logic trong tri nhé dac biét tri nhé thi
giac khong gian. Piéu nay nhiéu tac gid da cho
thay khi dung thudc phenobarbital trong thoi gian
dai trén 5 nam thédm chi 10 nam nguy co suy
giam nhan thirc va sa sut tri tué gap cao hon
nhiéu so v&i cac nhém khang déng kinh khac [2],
[4], [5] va nghién clru cla ching toi cling cho két
qua twong ty dé la & nhom thoi gian dung
phenobarbital trén 5 nam, cé r6i loan tri nhé cao
gap 3,31 lan nhém st dung thuéc khac trén 5
nam.

5. Két luan

Bénh nhan déng kinh diéu tri phenobarbital
c6 ty 1& réi loan tri nhé cao gép 2,46 lan so voi
st dung cac nhom thude khang dong kinh khac.
Thoi gian dung thube khang dong kinh dai trén 5
nam & nhom s dung phenobarbital cé nguy co
rbi loan tri nhé gap 3,31 1an so v&i nhém thude
thudc khang déng kinh khac.
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