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DANH GIA TAC DUNG CUA VALPROATE PHOI HOP
VOI THUOC CHONG LOAN THAN VA BENZODIAZEPINE

TRONG ROI LOAN LUONG CUC
Ngé Tich Linh’, Pdo Trin Thdi*, Trin Trung Nghia*
TOM TAT

Diit van dé: Nhiéu thudc diéu hoa khi sic nhw lithium, valproate, carbamazepine da duwoc trng dung diéu tri
hung cam trén thé’gici, nhweng tai Vigt Nam, valproate chi moi diegc sie dung han ché, dua theo tai ligu thé gioi.

Muc tiéu: Dénh gid hi¢u qud diéu tri hung cdm biang phoi hop valproate véi thudc chong loan thin va/hodc
benzodiazepine.

Phuong phdp: Nghién cieu mo td tien cieu danh gid 47 bénh nhan hng cdm ning chdn dodn bang tiéu
chudn DSM-IV-TR, duweoc diéu tri phéi hop valproate va thudc chong logn thiin + BZD, duwoc theo doi bing thang
MAS moi 7 ngay (£1).

Két qua - ban ludgn: 47 bénh nhin hwng cam nam c6 do tudi trung binh 35.8 (£12.7), ¢d diéin MAS gidm
tir trén 30 (NO) con 14 (N14) va dat dwéi 6 ¢ ngay N35. Liéu trung binh valproate tir 800 — 1330mg/ngay, két
hop voi thudc chong logn thin qui wéc, hodc olanzapine, hodc risperidone, va/hodc diazepam. Cic tic dung phu
thuong gap la tac dung phu ngoai thap va mot so'it tac dung phu thoing qua ciia valproate.

Két ludn: Nghién cieu dé nghi viéc két hop valproate két hop thudc chong loan thin valhodc diazepam 1 diéu
tri thich hop voi giai doan hung cam, dii cin nhitng nghién civu cé thiét ké'tot hon.

Tir khoa: valproate, thudc chong loan thin, benzodiazepine, giai doan hwng cam, r6i logn lwong cuc.
ABSTRACT

EVALUATING THE EFFECT OF COMBINATING VALPROATE WITH ANTIPSYCHOTICS AND/OR
BENZODIAZEPINE IN BIPOLAR DISORDER
Ngo Tich Linh, Dao Tran Thai, Tran Trung Nghia
*Y Hoc TP. Ho Chi Minh * Vol. 14 - Supplement of No 1 - 2010: 430 - 434

Background: there are many stabilizers as lithium salt, valproate, carbamazepine prescribed for bipolar

patients in the world, but only valproate is applied in Vietnam, based on literature.

Objective: evaluate the effect of combinating valpoate with antipsychotics and/or benzodiazepine to treat
manic episode in bipolar disorder type L.

Method: research case study, evaluate the treatment with valproate combined one antipsychotic drug and/or
BZD in 47 bipolar patients, manic episode, which are monitored by MAS scale every 7 days (+ 1 day).

Result and discuss: mean age of this population is 35.8 (+12.7). MAS score decrease from plus 30 point
(day 0) to 14 point (day 14"), and reach to under 6 point at the 35" day. Mean dosage of valproate from 800mg —
13330mg/day, combined with conventional antipsychotics (DRA), or olanzapine, risperidone and/or diazepam.
The common side effects are the extrapyramidal syndrome of antipsychotics, and few inttermitent side effect of
valproate.
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Conclussion: the research propose the combination of valproate and/or one antipsychotics, and/or BZD for
manic episode of bipolar disorder, althought a better research method for a exacter result.

Keywords: valproate, antipsychotics, benzodiazepine, manic episode, bipolar disorder.

DAT VAN DE

Ttr 1895, khi bat dau biét vé hung cam, viéc
diéu tri da cd nhiéu thay doi. Lithium dwoc John
Cade st dung tr 1949, dén 1970 duoc FDA
(Food and Drug association) cong nhan trong
diéu tri phong ngtra roi loan ludng cuc. Sau do,
cac thudc khac nhu valproate, carbamazepine,
BZD ... dan duoc dp dung®®. Tuy vay, viéc lua
chon thudc diéu tri hung cdm van con nhiéu rac
roi. Tai Viét Nam, diéu nay cang gap nhiéu tranh
cai hon do chua dugc nghién ctu dén.

Cac nghién cttu vé hung cam va diéu tri
hung cam déu nhac dén tinh kém dap tng véi
diéu tri. Do d6, c6 cac khai niém duoc dit ra lién
quan dén tinh dap Gng nay: thuyén giam sau it
nhat 8 tuan, hoi phuc sau it nhat 8 tuan, tai phat,
tai dién, trong d6 viéc diéu tri con cap va phong
ngtra déu c6 tinh chdt quan trong nhu nhau.
Viéc str dung thudc dugc can nhic déu lién quan
dén 2 qua trinh diéu tri nay®.

C6 nhiéu cach chon lya, nhung cac thudc
dugc khuyén cdo hang dau la: lithium,
valproate, carbamazepine, lamotrigine®. Vé sau,
v6i viéc phat hién ra cac thudc chdng loan than
khong dién hinh, ciing nhu nghién ctu trd lai
cac thudc chong loan than trong diéu tri hung
cam, olanzapine va cac thudc chdng loan than
khéc cling dwoc dua vao huéng dan diéu tri
hung cam®®. Bén canh d¢, viéc diéu tri hung
cam trong giai doan cap tinh con phdi hop véi
mot s8 nhom khac nham dat hiéu qua nhanh
nhat va t6t nhat (dung nap, an toan...) nhu: BZD,
verapamil,...

Muc tiéu

Nghién ctru duoc thuc hién nham dénh gia
lai hiéu qua cta valproate phoi hop thude chdng
loan than va/hodc BZD d6i v6i bénh nhan hung
cam o Viét Nam.
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PHUONG PHAPNGHIEN CUU

Nghién ctru da tién hanh thu thap so liéu
trong thoi gian 21 thang, tir cudi nam 2004 dén
gitta nam 2006 vai thiét ké mo ta tién ctu. Tong
s 47 truong hop bénh nhan nam dap ung day
du tiéu chuan nhan va loai mau duwoc ghi nhan
cac sO liéu bénh ly va theo doi qué trinh tri liéu
tai khoa noi tri1 Bénh vién TAm Than TP.HCM.
Tiéu chuin chian dodn theo DSM-IV-TR, theo doi
tién trién bang thang MAS (Mania Assessment
Scale ctia Bech-Rafaelsen) mdi 7 ngay (+1).

Pic diém mau

D6 tudi trung binh ctia bénh nhan trong mau
nghién ctu la 35.8 (£12.7) véi ty 1& vé ngheé
nghiép kha dong déu gitta khong cd viéc, nghé
te do, lao dong tay chan va lao dong tri oc
(#25%). Tuy vay, hoc van ctia nhém bénh nhan
nghién cttu kha cao (#50% co trinh dd ttr cap 3
trd 1én), chi c6 khoang 15% co trinh d6 cap 1
hodc khong di hoc.

Thoi gian bénh trung binh (ttr lac phat bénh
dén hién tai) cia nhdm bénh nhan nay khoang 6
ndm voi tudi phat bénh trung binh la 29. Thoi
gian giai doan hung cam hién tai (dén luc diéu
tri) 14 37.5 ngay. Da s0 o it hon 2 giai doan hung
cam trong 1 ndm nhung da s6 da co tx 2 giai
doan hung cam tro 1én cho dén lac dwa vao
nghién cttu. Tuy vay, cd dén gan 45% mdi duoc
diéu tri Ian dau tién.

Tinh trang lam dung chét cht yéu la ruou va
thudc 14, nhung cting c6 dén 51.1% khong ¢ tién
can st dung chat gi.

Trong phéan tich yéu td bo tri, ngoai trir yéu
t0 st dung chat, khong ghi nhéan cac yéu t6 khéc
6 lién quan dén su tuan tha thoi gian diéu tri
cta nghién cttu (28 ngay). Nhém bénh nhan
khong st dung chat c6 ty 1é bo tri cao hon han
(15/24) (p<0.05). Ngay ca diém trung binh thang
MAS ltc bat dau nghién ctu gitta 2 nhom (bo tri
va tuan tri) cing tuong dong nhau (28.8 ~ 31.7
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ngay), cling nhu diém MAS trung binh lic xuat
vién (10.5 ~ 9.1 ngay). Diéu nay c6 thé xem la c6
nhiing bénh nhan ddp tng nhanh véi diéu tri
phoi hop va doi hoi xuat vién sém.

Bang 1: Moi lién quan gitta lam dung chit va si

tudn tri
Lam dung ch &t Téng céng
Khoéng Cé
B tri 15 9 24
Tuan tha 9 14 23
Téng cong 24 23 47

KET QUA VA BAN LUAN

Véi toan bd bénh nhan déu trong giai doan
hung cam nang, nhung diém thang MAS giam
ngoan muc trong qua trinh theo dai tri liéu, c6 y
nghia thong ké (p<0.05). Diém trung binh thang
MAS da giam tit hung cam nang thanh nhe bat
dau tir ngay tht 14 cua diéu tri (c6 thé xem la
dép ung voi diéu tri), va dén ngay tht 35 thi
khong con triéu chiing hung cam. Tuy nhién,
duong nhu valproate khong dat hiéu qua nhanh
nhu trong y van (7 - 10 ngay).
Bang 2: Moi lién quan giita thoi gian diéu tri va s6’
diém thang MAS

N Trung binh MAS
Nhap vién 47 30.17
Ngay the 7 a7 20
Ngay the 14 43 14
Ngay thir 21 32 11.8
Ngay thi 28 23 9.39
Ngay >=35 16 45

Néu két thuc dung nhw qui dinh thoi gian
theo ddi ctia nghién ctu (28 ngay), du vay, van
con nhiing treong hop con biéu hién hung cam:
nang hodc nhe. Diéu nay mot lan nita khfmg
dinh viéc diéu tri giai doan hung cam khong
dwoc ngung som.

Bang 3: Mikc dg hung cam sau 28 ngay diéu tri

Phan loai hwng camngay 28 | Tansé Tylé %
Khong (MAS < 5) 21 447
Nhe (6 — 14) 21 44.7
Nang (> 14) 5 10.6
Téng cdng 47 100.0

Trong nghién cttu, 100% bénh nhan déu
duoc phoi hop thude ngay tir ban dau, ¢ truong
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hop chi phoi hop valproate va diazepam (9/47),
6 treong hop la valproate va thudce chdng loan
than (12/47), nhung da so la két hop valproate
vOi ca thudc chdng loan than va diazepam
(26/47). Diéc diém phoi hop valproate véi thudce
chdng loan than duoc ghi nhan 1a c¢6 lién quan
dén tudi phat bénh va d§ tudi trung binh
(p<0.05).

Phoi hgp thudc valproate va thuSc chong
loan than lai khong ghi nhan c6 lién quan dén
tan suat con trong ndm va th tu con hién tai.
Phoéi hop valproate + thu6c chong loan than +
diazepam ¢6 ty 1é hung cam ndng cao nhat
(#85%).

Bang 4: Phoi hop valproate voi CLT lién quan dén
tu6i phat bénh va dg tudi trung binh

Valproate + CLT N Trung binh
Tudi Co 38 33.39
Khéng 9 46.22
Tudi phat bénh Co 38 26.79
Khéng 9 38.7

Bang 5: Moi lién quan gitta viéc phoi hop valproate +
CLT véi tan sudt con/nim

Tan su 4t con/nam [Phéi hop valproate + CLT [Téng céng
Co Khong
<1 con/nam 20 6 26
T 1 con/nam tré 18 3 21
Ién
Téng cong 38 9 47

Bang 6: Moi lién quan gitta viéc phoi hop valproate +
CLT voi thit tw con hién tai

Con hién tai Phdi hop valproate + | Téng ¢ éng
CLT
Co Khéng
Conthr1-2 20 6 26
Conthtr 3trd lén 18 3 21
Téng cong 38 9 47

Déc diém phdi hop thudc trén con ¢ lién
quan dén biéu hién loan than khi dua vao
nghién ctru: nhdm phdi hop thude co ty 1€ biéu
hién loan than cao hon (33/38) (p<0.05). Tuy vay,
c6 dén 5/9 bénh nhan ¢ biéu hién loan than
nhung khong can dung thudc chdng loan than
ma bénh van 6n dinh (diém MAS giam). Phéi
hop thudc nhw trén cling phu hop véi y van
(Keck,1992; Hoi nghi dong thuan 1996): da tri
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liéu c6 két qua tét hon don tri liéu trong giai
doan cdp va giai doan duy tri; dap tng cao khi
c6 triéu ching loan than.

Bang 7: Moi lién quan giita viéc phoi hop
valproate+CLT vdi biéu hién logn thin

Biéu hignloan |Phéihop valproate + CLT |Téng céng
than co Khong
Khéng 5 4 9
Cé 33 5 38
Téng cong 38 9 47

biém thang MAS luc nhép vién va lac két
thic theo doi cling khong thay co lién quan dén
viéc phoi hop véi thude chong loan
Bang 8: Moi lién quan giita viéc phoi hop
valproate+CLT v6i s6' diém thang MAS

Phéi hop valproate N Trung binh
+ CLT MAS
MAS lic NV Co 38 30.76
Khong 9 27.67
MAS lic Co 38 6.76
ngwr;?édénh Khéng 9 10.11

Valproate dwoc dung ting dan liéu theo
tirng dot danh gid. Liéu 6 cudi dot danh gia caa
valproate la 1333.33mg/ngay. Véi thudc chong
loan than, du thudc DRA (thudc chong loan than
qui wdc) gay nhiéu tdc dung phu ngoai thap,
nhung van dugc dung nhiéu nhat trong 3 dot
danh gid dau (ngay 7, 14, 21) va cliing tang dan
liéu lwong dung trong ngay. Olanzapine clng
duoc dung nhiéu, va cudi cung la risperidone.
Diazepam la thudc BZD duy nhét duoc dung
trong nghién ctru, vi day la thudc phd bién nhat
tai BVTT, vdi liéu cao nhat ¢ dot danh gia ngay
thit 14, trung binh 7.61mg/ngay.

Bang 9: Moi lién quan giita liéu trung binh cdc thudc
valproate,diazepam, DRA, olanzapine vdi s6' ngay
diéu tri

Liéu trung |Valproa |Diazep | Thudc |Olanzapi |Risperid

binh/ngay te am DRA ne one
danh gia
N7 83333| 7 364.5 13.1 4

N14 956.1 | 7.61 | 4228 13 4.57
N21 11379 | 6.43 | 430.8 | 16.43 4
N28 1200 5 100 15 4
N35 133333 5 20

€huyén Dé Y hoc tudi tré

Nghién cttu Y hoc

Tac dung phu ghi nhan trong qua trinh theo
ddi chu yéu 1a tac dung phu ngoai thap do thude
chdng loan than, ghi nhan dwoc ¢ tat ca cac dot
danh gia. K& dén la nhitng tac dung phu tiéu hda
cua valproate nhw day hoi, kho tiéu, an than,
rung téc nhung duoc dung nap dan ¢ nhiing
ngay sau do6. Tac dung phu ting can do
valproate hoac thu6c chdng loan than khong c6
y nghia thong ké du can trong trung binh ting
khoang 3kg so vdi ngay dau dwa vao danh gia.
Bang 10: Moi lién quan giira v6i tic dung phu va cin
ndng trung binh voi thoi gian diéu tri

Ngay danh gia |Tacd ung phu [Can nang trung binh
N7 11/47 62.14
N14 12/43 62.31
N21 10/32 63.37
N28 8/23 68.9
N35 6/16 65
KET LUAN

Diéu tri hung cam & BVTT TP.HCM van dura
chti yéu theo y van vdi liéu valproate trung binh
tte 830 — 1330mg/ngay, c6 két hop véi BZD
va/hodc thubc chong loan than. Viéc két hop
diéu tri nay dat két qua cao vdi thay doi diém
thang MAS kha nhanh, tir hung cam nang thanh
hung cam nhe tir ngay thit 14 va vé binh thuong
0 ngay thir 35. Cac tac dung phu ngoai thap do
thudc chdng loan than kha nhiéu va mét s6 tac
dung phu thoang qua ctia valproate c6 thé gap.
Tuy vay, van can nhiing thiét k& nghién ctru
chuin hon d€ c6 thé danh gia day du hon vé
diéu tri.
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