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Nghién ciru moi lién quan ciia thudoc khang dong Kinh
phenobarbital dén sa sut tri tué¢ trén bénh nhan dong kinh
con lén vo can ngwoi truedong thanh

Study of phenobarbital drug related to dementia in adults with
idiopathic grand mal seizure

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

TOm tat

Muc tiéu: Danh gia méi lién quan clia thudc phenobarbital dén sa sut tri tué trén bénh nhan déng
kinh & ngudi trudng thanh. Déi tugng va phuong phdp: Nghién cliu bang phuong phap mé ta cat ngang
¢6 so sanh d6i ching trén 100 bénh nhan déng kinh con 18n & ngudi trudng thanh. Cac bénh nhan duoc
chia lam hai nhém: Nhém 1 1a cdc bénh nhan st dung phenobarbital tai tuyén y té dia phuong theo
Chuong trinh Quéc gia, nhém 2 |a cac bénh nhan st dung thuéc khang dong kinh khac lay tai Bénh vién
Bach Mai. Méi bénh nhan dugc tham kham lam sang va lam cac trdc nghiém than kinh tam ly dé danh
gia tinh trang sa sut tri tué. Sau do, so sanh két qua thu dugc ti hai nhém. Két qua: Ty 1é sa st tri tué trén
bénh nhan duing phenobarbital la 36% cao han 4,13 1an so véi cac nhom thudc khang déng kinh khac ¢6
y nghia théng ké p=0,0243 (OR = 4,13, Cl: 1,47 - 11,56). Sa sut tri tué tap trung chd yéu trong nhém tudi
18 - 40 tudi chi€m hon 90%. Sa sut tri tué & nhom dung phenobarbital chi yéu tap trung & nhom ¢6 tudi
khai phat dugi 6 tudi chiém 61,1%. & nhém co tudi khai phat dudi 6 tudi, ty 1é sa st tri tué trén nhiing
bénh nhan dung phenobarbital cao hon 9,036 1an nhém dung thudc khac ¢6 y nghia théng ké (véi
p=0,01, OR = 9,036, Cl: 2,18 - 37,5). Nhdm bénh nhan cé thai gian méc bénh trén 5 nam: & nhém ding
phenobarbital sa sut tri tué chi€ém 43,8% va cao hon 5,02 1an nhém dung thuéc khac c6 y nghia thong ké
p=0,002 (OR =5,02, Cl: 1,73 - 14,61). Két ludn: Sa sut tri tué gap trén nhém bénh s dung phenobarbital la
36% va cao gap 4,13 lan so véi cdc nhém thuéc khac. Trong d6, sa sut tri tué tap trung chi yéu & nhéom
tudi khéi phat dudi 6 tudi va & nhom tudi nay bénh nhan dung phenobarbital cé ty 1é sa sut tri tué cao
gap hon 9 1an so v8i nhom thuéc khang déng kinh khac. Thai gian mac bénh trén 5 ndm & nhom dung
phenobarbital co ty 1é sa sut tri tué cao gap 5 1an so véi nhom thuéc khang déng kinh khac.

Tirkhéa: Bong kinh, sa sut tri tué, phenobarbital.

Summary

Objective: To assess the relation of phenobarbital drug to dementia in adult with grand mal seizure.
Subject and method: Cross-sectional descriptive study in 100 adults with epileptic grand mal seizures.
The 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 those who received other anti-epileptic drugs
taken at the Bach Mai Hospital. Each patient was examined for clinical and psychological tests to assess
dementia. Result: The rate of dementia in patients taking phenobarbital was 36%, which 4.13 times
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higher than that of other anti-epileptic drugs (p=0.0243) (OR = 4.13, Cl: 1.47 - 11.56). Dementia was
mainly concentrated in the age group of 18 - 40 years old with more than 90%. In the phenobarbital
group, dementia was mainly seen in the patients having age of onset under 6 years old, accounting for
61.1%, which was 9.036 times higher than that of the other anti-epileptic drugs (p=0.01, OR = 9.036, CI:
18 - 37.5). In patients with the disease duration over 5 years, dementia accounted for 43.8% in the
phenobarbital group, 5.02 times higher than that in the other group (p=0.002, OR =5.02, Cl: 1.73 - 14.61).
Conclusion: Dementia was 36% in patients taking phenobarbital and was 4.13 times higher than in other
anti-epileptic drugs. Dementia was predominantly in the age onset group of less than 6 years of age, and
also in this group, patients with phenobarbital had a higher incidence of dementia, 9 times higher than
those in the other anti-epileptic drugs. Duration of disease over 5 years in the group of phenobarbital
was 5 times higher rate of dementia than other anti-epileptic drugs.

Keywords: Epilepsy, dementia, phenobarbital.

1. D4t van dé

Bénh dong kinh xuat phat tu tén thuong & nao,
gay hau qua la con dong kinh va cé thé gay tén
thuong chiic nang nhan thuc [1], [2]. Cac r6i loan
nhan thic la héi ching & vo ndo goém tri nhg, tu duy,
dinh hudng, su hiéu biét, tinh toan, kha nang hoc
tap, ngdn ngl va su phan doan [2], [4]. Cac réi loan
nhan thuc tuy theo muc dé tram trong clia bénh va
ngudi bénh c6 thé bi phu thudc vao ngudi than mét
phan hay toan bé do dé anh hudng I6n dén chat
luogng séng cla bénh nhan [5], [6]. Nghién ctu roi
loan nhan thuc trén thé gisi cho thdy c6 lién quan
dén cac bénh nhu Alzheimer, sa st tri tué do mach
mau va cac loai sa sut tri tué khac. Nhitng nam gan
day da c6 mot s6 nghién cu vé réi loan nhan thic
trén bénh nhan déng kinh da dugc céng bd ca
trong va ngoai nuéc [7], [8], [9], [10] cho thay c6 su
khac biét vé ty & r6i loan nhan thic gitta cac
nhém thudc khang dong kinh khac nhau. Nghién
clu cla O'Leary DS va cdng su (1998) [7] da mo ta
méi lién quan vé sinh bénh hoc gilia sa sut tri tué va
dong kinh. Nghién cdu clla Meador KJ, Loring DW
(2005) [8] cho thay, suy gidam nhan thuc trén bénh
nhan déng kinh c6 su khac biét tly theo thé déng
kinh, tan suat con dong kinh, tudi khéi phat, thoi gian
mac bénh va viéc c6 st dung phenobarbital hay
khong. Nghién ctu ctia H6 Anh Thiy (2011) [1] cling
cho thay, suy giam nhan thic giam rdé rét & nhém
bénh nhan st dung phenobarbital. & Viét Nam,
hién nay, dong kinh toan thé con Ién chiém ty lé
cao, gap & moi lta tudi, gay tam ly lo lang va sg
hai lén ngudi bénh va gia dinh, con con c6 thé gay
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mat y thuc, nguy hiém dén tinh mang bénh nhan.
Cac thudc hién nay dang duoc st dung gém hai nhém
la thudc khang déng kinh ¢6 dién ¢6 uu diém gia ré,
hoat phd rong nhung nhiéu tac dung khéng mong
mudn va thudc khang dong kinh thé hé méi c6 hoat
phé khong réng, it tac dung khdong mong mudn
nhung gia thanh cao. Trong d6, c6 phenobarbital la
thudc khang déng kinh c¢6 dién gia thanh ré, st dung
phé bién theo Chuang trinh Muc tiéu Quéc gia. Thudc
gay nhiéu tac dung khéng mong mudén: Cham chap,
an than, anh hudng dén nhan thuc. Hién & Viét Nam
chua nhiéu nghién ctu vé linh vuc nay. Do dé, ching
toi tién hanh dé tai nham muc tiéu: Bdnh gid dnh
huéng cta thubc phenobarbital dén sa st tri tué trén
bénh nhdn dong kinh con I6n & ngudi trudng thanh.

2. Déi tuong va phuong phap
2.1.Déituong

Dai tuong gém 100 bénh nhan dugc chan doan
xac dinh déng kinh con 16n v6 can (con co cling - co
giat: Tonic-clonic) theo tiéu chuan ILEA. Cac bénh
nhan déu cé tudi tir 18 trd 1én. Loai trir cac trudng
hop bénh nhan bi dong kinh mic mét sé bénh lién
quan dén van dé sa sut tri tué trudc dé va nhing
bénh ly tén thuong nao khac:

Tat ca cac bénh nhan déu dugc chup cat I6p vi
tinh hodc chup céng hudng ti so nao dé loai tri cac
nguyén nhan thuc tén & nao.

Tién hanh kham 1am sang dé loai trir cac bénh
lién quan dén sa sut tri tué truéc dé nhu: Bénh
Alzheimer, sa sut tri tué do mach mau, cac bénh ly
tam than, bénh mu chi, khiém thi hoac khiém thinh.
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Cac bénh nhan da tiéu chudn dugc chia lam
hai nhom:

Nhém 1. Gom 50 ngudi la cac bénh nhan diéu
tri bang phenobarbital theo Chuong trinh Muc tiéu
Quéc gia tai Bénh vién Tam than tinh Thanh Hoa. Vi
liéu dung phenobarbital (gardenal): Tat ca 50 bénh
nhan déu cé liéu dung theo chuong trinh 2 vién loai
100mg (200mg/ ngay).

Nhém 2: Gém 50 ngudi la cac bénh nhan su
dung thuéc khang dong kinh khac: Valproat acid,
phenytoin, carbamazepine tai Khoa Than kinh -
Bénh vién Bach Mai.

2.2. Phuong phdp

Phuong phap mé ta cdt ngang, ¢ so sanh doi
ching. La phuong phap nghién ctu héi cliu véi
nguédn théng tin ti bénh nhan, nhitng ngudi than va
gia dinh bénh nhan. Mau nghién ctiu ¢6 100 bénh
nhan du tiéu chuan lua chon.

Cac bénh nhéan ctia 2 nhém sé dugc kham lam
sang vé than kinh tdm than. Ngoai ra, doi tuong
nghién ctu sé duoc lam tric nghiém than kinh tam
ly dé danh gia suy gidm nhan thdc va sa sut tri tué

cUa quéc té da dugc Bénh vién Lao khoa Trung uong
chuédn héa theo bd ciu héi nam 2009 [4]. P& tranh
hién tugng réi loan nhan thic va hoang hon sau con
dong kinh, tinh trang nhan thdc bénh nhan duocc
danh gia sau con dong kinh it nhat 72 gio.

Tiéu chuan chan doéan sa sut tri tué dua theo
Sach Thong ké Chan doan cac bénh tam than cda
Hiép hoi Tam than hoc My méi thay déi (DSM- V) [4].

2.3. Xirly sé liéu

XU ly va phan tich sé liéu: Cac s6 liéu thu thap
dugc nhap théng tin vao may tinh, sau d6 dugc
phan tich bang phan mém SPSS 15.0 va phan mém
STATA 8.0. So sanh cac ty & dung trdc nghiém y?,
trong trudng hop s6 luong trong ting 6 nhé hon 5,
trac nghiém Fisher dugc st dung thay thé.

2.4. Dao dirc trong nghién citu

Doi tuong tham gia dugc giai thich vé muc dich,
noi dung, phuang phap nghién clu, tu nguyén déng y
tham gia nghién ctu... Théng tin ca nhan sé dugc ma
héa va chi str dung cho muc dich nghién ctu.

3.Két qua
Bang 1. Mai lién quan giita phenobarbital véi sa sut tri tué
Nhém st dung phenobarbital | Nhém khang ddng kinh khéac p, OR
n=>50 Ty lé % n=>50 Ty lé % p=0,0243,
Sasut tri tué 18 36,0 6 12,0 OR =413,
Khong sa st tri tué 32 67,0 44 88,0 95%Cl:1,47-11,56

Nhdén xét: Trong s6 cac bénh nhan méc sa sut tri tué, nhom dung phenobarbital c6 18/50 bénh nhan

(36%), cao gap 4,13 lan so v&i nhém dung thudc khac véi 6/50 bénh nhan (12%). Su khac biét c6 y nghia
thong ké (OR=4,13, Cl: 1,47 - 11,56, p=0,0243).

Bang 2. Lién quan giiia sa st tri tué véi thuéc khang déng kinh theo tudi

Phenobarbital (n, %) Thuéc khéc (n, %)
.. | 18-40 | 41-60 >60 Téng | 18-40 | 41-60 >60 Téng
Nhom tuoi
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Sasuttritué | 16 (485) | 2(14.,3) 0(0) 18(16) | 5(132) | 1(125) 0(0) 6(12)
tﬁ‘ﬁ:‘g sasut | 17515 | 12(857) | 3(100) | 32(64) | 33(86:8) | 7(87.5) | 4(100) | 44(84)
Téng 33(100) | 14(100) | 3(100) 50 | 38(100) | 8(100) | 4(100) 50
OR OR=6,21,95%Cl: 1,94 - 19,86, p=0,01
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Nhdn xét: Sa sut tri tué tap trung chd yéu trong nhém tudi 18 - 40 tudi v&i 21 bénh nhan. Trong do,
nhém dung phenobarbital c6 16/33 bénh nhan (48,5%), gap 5 lan nhém dung thuéc khac 5/33 bénh nhan

(13,2%), su khac biét c6 y nghia thong ké (v6i OR = 6,21, 95% CI: 1,94 - 19,86, p=0,01).

Bang 3. Lién quan giiia sa sqt tri tué véi tudi khéi phat

Phenobarbital (n, %) Thuéc khac (n, %)
Nhomtudi | <6tudi | 6-17tudi | =18tudi | Téng <6tudi | 6-17tudi | =18tudi | Téng
Sasuttritué | 11(61,1) | 6(31,6) 1(7,7) | 18(36) | 4(148) | 2(111) 0(0) 6(12)
SKEtOt??taaé 7(389) | 13(684) | 12(923) | 32(64) | 23(852) | 16(889) 5(100) | 44(88)
Téng 18(100 | 19(100) | 13(100) 50 27(100) | 18(100) 5 (100) 50
OR p=0,01, OR = 9,036, 95% CI: 2,18 - 37,5

Nhan xét: Sa sut tri tué & nhém dung phenobarbital chll yéu tap trung & nhém cé tudi khai phat duéi 6
tudi chiém 61,1%. Tudi khai phat ti 6 dén 17 tubi chiém 31,6%. Chi ¢6 1 bénh nhan sa sut tri tué & nhém tudi
khai phat tir 18 tudi tré 1én. O nhom co tudi khédi phat dudi 6 tudi, ty 1é sa st trf tué trén nhimng bénh nhan
dung phenobarbital gap 9,036 lan nhém dung thuéc khéac c6 y nghia théng ké (véi p=0,01, OR = 9,036, CI:

2,18 - 37,5).
Bang 4. Lién quan giira sa st tri tué véi thai gian mic bénh
Phenobarbital (n, %) Thuéc khéc (n, %)

Thai gian < < . o . . < "

méc bénh =5nam | 1-5nam | <1nam Tong =25nam | 1-5nam | <1nam Toéng
Sasuttritué | 17(43,8) 0(0) 1(16,7) | 18(36) | 6(13,3) 0(0) 0(0) 6 (12)
Nhom khéc 22 (56,4) 5(100) 5(833) | 32(64) | 39(86,7) 1(100) 4(100) 44 (88)

Téng 39 (100) 5(100) 6 (100) 50 45(100) | 1(100) 4(100) 50
OR p=0,002, OR=5,02,95%Cl: 1,73 - 14,61,

Nhan xét.: Nhém bénh nhan c6 thoi gian méc
bénh trén 5 ndm: 3 nhédm dung phenobarbital sa
sut tri tué c6 17/39 bénh nhan (43,8%), cao gap 5,02
lan nhém dung thudc khac ¢6 y nghia théng ké (OR
=5,02,95% Cl: 1,73 - 14,61, p=0,002). Khéng c6 bénh
nhan nao mac sa sut tri tué trong nhém c6 thai gian
mac bénh tir mot dén 5 nam.

4, Ban luan

Tac dung diéu tri déong kinh ddi véi chuc nang
nhan thuc va sa sat tri tué van con kho hiéu va van
con dang gay tranh cai & mot muc dé nhat dinh mac
du da c6 nhiéu nghién ctu dugc tién hanh [2], [5],
[8]. Tuy nhién, nhiing nam gan day da cé nhiéu
nghién ctu chi ra viéc lua chon thuéc khang déng
kinh cho ting IGa tudi, tiing trudng hop bénh c6
anh hudng rat 16n dén cai thién hay lam nang thém
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tinh trang réi loan nhan thic va sa sut tri tué [7],
[10]. Cac nghién cdu cha Ortinski P, Meador KJ
(2004) va céng su [9] da chi ra rdng, thuéc khang
dong kinh c6 tac dung lam gidm tan suat con va lam
han ché& tén thuong ndo, ti d6 mét phan lam cai
thién vé mat nhan thdc. Clng c6 nha nghién ctu
cho rang, thudc khang déng kinh c6 tinh chét
hudng than nhu bacbiturat, clonazepam c¢6 thé gay
anh hudng lam suy gidm kha nang nhan thuc [9], va
lam té liét su tap trung va tri nhd tham chi véi lidu
thap dac biét & tré nhd dudi 6 tudi. Mot s6 nghién
cliu vé mat dugc ly [7], [9] ctia nhém thudc khéang
déng kinh ¢c6 dién Ién rdi loan chiic ndng nhan thic
cho rang diéu nay c6 thé lién quan dén muc thudc
trong huyét thanh hoéc tinh trang thiéu folate trong
dan xuat moét sé thudc thuée chdng co giat. Trudng
hap nay sau khi bé sung folate c6 thé dan dén hoat
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déng nhan thuc dugc cai thién, ngoai ra cac tac gia
con nhan thay thuéc chéng dong kinh lién quan dén
tinh trang thiéu sinh t6 B gay ra tinh trang thiéu hut
hoat dong rgi rac trong phan tich khéng gian thi
giac, toc d6 van dong thi giac va khd nang triu
tugng héa ngdn ngl. N6 sé duoc cai thién bang su
b6 sung sinh t& B. Clng ¢6 nghién ctu cho thay
thuéc phenobarbital la nguyén nhan gay ra tinh
trang sa sut tri nhG cu thé hau hét duoc danh dau la
tri nhG hinh (45,3%) va cling ¢6 thé ¢4 nhiing anh
hudng ¢6 hai doi véi téc dd van dong thi giac
(32,7%) (Meador KJ, Gevins A et al - 2004) [6] tu dé
lam tang ty 1& bénh nhan bi sa sut tri tué trén bénh
nhan dong kinh 38%. K&t qua nghién ctiu clia ching
toi cho thay trong s6 cac bénh nhan mac sa sat tri
tué, nhém dung phenobarbital c6 18/50 bénh nhan
(36%), cao gap 4,13 lan so v6i nhém dung thudc
khac v6i 6/50 bénh nhan (12%) va su khac biét c6 y
nghia théng ké. Trong nghién cu clla Donati F va
céng su 2005 [2] khi so sanh anh hudng céac thudc
khang déng kinh c6 dién dén sa sut tri tué gilra ba
nhém thudc phenobarbital, phenytoin va valproate
& ngudi trudng thanh da nhan thay vé mat sa sut tri
tué & nhém st dung phenobarbital muc dé nang hon
g4ap 2,3 lan so véi hai nhom con lai. Su khac biét nay
dugc tac gia cho rang cé 1é phenobarbital c6 tinh an
than Gc ché su hoat dong cla céc té bao than kinh
dan dan gay ra Uic ché su hinh thanh cac ky ndng nhan
thaic khi st dung trong thdi gian dai véi tinh trang
bénh nhan chua hoan thién vé mat nhan thic nhu
nhém bé&nh nhan déng kinh dudi 6 tudi. Ti d6, tac gia
khuyén cao viéc dung phenobarbital cho déi tugng
déng kinh dugi 6 tudi nén dugc can nhic ky ludng va
han ché st dung phenobarbital cho nhém déng kinh
tré em. K&t qua nay cling phu hop véi nghién ctiu clia
chuing t6i d6 la trong cac nhém tudi khai phat thi sa
sut tri tué & nhém dung phenobarbital cht yéu tap
trung & nhdm cé tudi khai phat dudi 6 tudi chiém
61,1%. Tudi khdi phat ti 6 dén 17 tudi chiém 31,6%.
Chi ¢6 1 bénh nhan sa sat tri tué & nhém tudi khai
phat tr 18 tudi tra 1&n. G nhom 6 tudi khai phat dudi
6 tudi, ti lé sa st tri tué trén nhiing bénh nhan dung
phenobarbital gap 9,036 lan nhém dung thudc khac
¢6 ¥y nghia théng ké. Va trong nghién ctu nay ching

t6i cling nhan thay thai gian mac bénh kéo dai cling la
moét trong nhing yéu to lién quan dén sa sut tri tué &
bénh nhan dong kinh. Cu thé nhém bénh nhan cé
thdi gian mic bénh trén 5 ndm: O nhém dung
phenobarbital thi sa sut tri tué c6 17/39 bénh nhéan
(43,8%), cao gap 5,02 1an nhém dung thuéc khac co y
nghia thong ké. Diéu nay cho thdy, khi dung nhém
thuéc phenobarbital kéo dai cling la mét yéu té anh
hudng dén chiic nang nhan thic va sa sut tri tué, Két
qua nay phu hop véi nhiéu tic gid trong va ngoai
nuéc [5], [6], [10]. Cu thé mot nghién clu gan day &
Viét Nam [1] khi so sanh nhém bénh nhan déng kinh
st dung phenobarbital va nhém bénh nhan déng
kinh s dung cac nhom thudéce khac, tac gia cho thay &
nhém bénh nhén c6 st dung phenobarbital ty 1& bénh
nhan sa sut tri tué cao hon so v6i nhém thuéc khang
dong kinh khac c6 y nghia thong ké. Trén co s& do,
trong thuc hanh 1am sang, viéc lua chon thuéc khang
dong kinh vira phti hop vaéi diéu kién kinh té cla tiing
khu vuc vira @dm bao dung va it anh hudng dén chtic
nang nhan thuc va cac tac dung phu khac la van dé
can dugc xem xét dé mang dén |gi ich cho ngudi bénh
va xa héi.

5. Két luan

Sa sut tri tué gap trén nhém bénh nhan déng
kinh con 16n st dung phenobarbital la 36% va cao
94ap 4,13 lan so vai cac nhém thudce khéac. Trong dé,
sa sut tri tué tap trung cht yéu & nhom tudi khéi
phat dusi 6 tudi (61,1%) va & nhém tudi nay bénh
nhan dung phenobarbital ¢é ty 1& sa sut tri tué cao
gap hon 9 lan so véi nhém thuéce khac. Thai gian
méac bénh trén 5 ndm & nhém dung phenobarbital
c6 ty 1é sa sut tri tué cao gap 5 lan so v&i nhom
thudc khac.
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