CAC TICS VA LEVETIRACETAM
(trwong hgp 1am sang)

Nguyén Hitu Cong'

1. TONG QUAN:

1.1. Tics va Gilles dela Tourette:

Pinh nghia: tic 1a nhiing cr ddng hodc phat 4m gidng nhu mot théi quen, dot ngot, lap
di lap lai 1ap lai giéng hét nhau, nhung khong theo nhip déu din, bénh nhan khong thé cudng
lai duoc mac du c6 thé tam thoi ché ngu dugc mot luc.

Phan loai tics: Cac tic bao gém 2 loai la tic van dong, va tic am thanh. Tic van dong
chiém khoang 80% va 4m thanh chiém khoang 20%. Céc tic van dong thuong xuat hién &
mit, dau va vai, duéi dang nhin miii, nhim mat, nhian mat, nhan vai, lic dau,.. Cac tic 4m
thanh bao gém e hém, ho, phi hoi, .. D61 khi phat ra thanh cdu ndéi, nhu 1a ving tuc
(coprolalia), 1ap lai 161 ngudi khéc (echolalia), 1ap lai dong tac ctiia nguoi khac (echopraxia),
lap di 1ap lai mot vai tir hay cau ndi ciia chinh minh.

Poi khi tic gdm nhitng dong tac ty gy ton thuong nhu: cin moéng tay, nhd toc, can moi
hodc can ludi.

Tiéu chudn chan déan Gilles de la Tourette Syndrome 1a:

1. C6 nhiéu kiéu tic 4m thanh va van dong.

2 Khoi phat cac triéu chimg trude 21 tudi.

3. Tics xuat hién thudng xuyén trong it nhat 1 nam.

4 Theo thoi gian, céc tic bién d6i vé s luong, tan s6 va céac biéu hién.

Khéi phat bénh thuong & tudi 2-15. Ban dau, bénh nhan c6 thé chi bj mot loai tic 4m
thanh hay van dong, nhung cudi cung, hau hét cic bénh nhan déu sé bi ca hai loai tic, véi cac
cach két hop khac nhau tiy timg nguoi. Khdm 1am sang than kinh binh thuong. EEG c6 thé
c6 bat thudng khong déc hi€u, khong c6 ¥ nghia chan doan.

Bénh dién tién man tinh, nhung ¢ nhimg giai doan tam ngung ri tai phat. Bénh nhan
hay c6 am anh bat budc, nhiéu khi 4m anh bat budc lai con giy trd ngai cho bénh nhan con
nhiéu hon ca tic. Doi khi bénh c6 tinh gia dinh v6i gen troi theo nhidm sac thé thuong. C6 mot
s6 truong hop di xac dinh dugce gen SLITRK1 trén nhiém séic thé 13q.

1.2. Céc thude chira tics va levetiracetam:

Vi tics va Gilles de la Tourette, chi c¢o diéu tri tridu chimg. Haloperidol 14 thuc hang
dau, khoi dau bang liéu that thip rdi ting dan cho t&i khi co hiéu qua diéu tri, sao cho tac
dung phu & mirc chap nhan duoc. Thuong liéu luong 1a 2-6 mg. Tuy nhién dung thudc kéo dai
¢ nguy co tac dung phu ngoai thap, dong thoi ciing gdy budn ngi va kho khin trong tiép thu
kién thtrc. Thude duoc lua chon thay thé 1a clonazepam (rivotril, clonopin) va clonidine. Co
thé dung fluphenazine, pimozide. Nhitng cin nhic khac bao gdm: chich botulinum toxin,
tetrabenazine, metoclopramide. Trong nhing truong hop khang tri, nguoi ta co nhic t6i
phuong phap kich thich ddi thi hai bén véi tan sb cao.

Levetiracetam 1a mot thudc chong dong kinh méi. Co ché cua n6 khac han véi cac thude
chéng dong kinh khac. N6 gin két vao protein 2A cia ti synap (synaptic vesicle protein 2A -
SV2A), lam gidm tinh chiu kich thich ctia neuron than kinh va giam céac hoat dong dién kiéu
dong kinh. Levetiracetam 13 mét thudc chong dong kinh pho rong, an toan va co thé dung két
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hop véi bat ky thude chong dong kinh nao, ma khéng so twong tac thude, khong nhitng khong
anh huong 1én duge dong hoc cua cac thude chéng dong kinh khac, ma con khong tac dung
1én duoc dong hoc cua cac thude khong phai 1a chdng dong kinh nita. Thube nay, véi tén
thuong mai la Keppra, c6 thé dung nhu don tri liéu cho bénh ddng kinh mé1i, hoac dung nhu 1a
diéu tri bo xung cho cac thudc chéng dong kinh khéac. Liéu luong khoi dau thong thudng 1a
1000 mg/ngay cho ngudi 16n va 20 mg/kg cho tré em, lidu tdi da cho ngudi 16n ¢ thé 1a 3000
mg/ngay va cho tré em la 60 mg/kg. C4 nhan t6i, vi ly do giad thanh - hi€u qua (cost-
effectiveness) trong hoan canh Viét Nam, ua dung nhu don tri li€u cho tré em, hoac diéu tri
bd xung cho ngudi 16n, véi lidu luong khoang 1 vién 500 mg/ngay.
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Synaptic vesicle protein 24 - SV2A (Synaptotagmin) tham gia vao qua trinh dwa tui
synap chira chdt trung gian héa hoc tién sdt réi hoa mang cia tii véi mang tdn ciing cia
ciia neuron (mang trude synap), dé giai phéng chdt trung gian héa hoc vao khe synap.
Levetiracetam gan két vao protein nay.

Ngoai tac dung chdng dong kinh da dugc thira nhan va s dung rong rai, levetiracetam
(Keppra) con dugc nghién ctu diéu tri mot s ching bénh khac, vi du dau déu migraine,
chung tu ky, va bénh Gilles de la Tourette.

2. MUC TIEU NGHIEN CU'U:

Muc tiéu cua nghién ctru nho nay la tim hiéu tac dung cua levetioracetam trén biéu hién
cua tics va trén bénh Gilles de la Tourette.
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3. PHUONG PHAP NGHIEN CU'U:

3.1. Phuong phap thu thap s6 liéu: vi thoi gian ngin, sd luong truong hop gap tics va
Gilles de la Tourette khong nhiéu, nén nghién ctru duogc thiét ké va trinh bay theo kiéu bao
c40 mot sb trudng hop (case report, serie), khong ngau nhién, khong mu doi.

3.2. Phuong phép danh gid két qua: dé danh gia két qua, ching toi sir dung thang diém
cam nhan tong thé 1am sang.

Thang diém cam nhdn tong thé lam sang (the Clinical Global Impression Scale)

Pi¢m Cam nhan tong thé
1 Thuyén giam bénh rat nhiéu
2 Thuyén giam bénh rd rét
3 Thuyén giam bénh rat it
4 Khong thay d6i duoc gi
5 Té di rat it
6 T¢ di 10
7 Té di rat nhicu

Nhu vay thang diém nay hoan toan cé tinh chu quan, do ty bénh nhan hodc ngudi nha
(cha me¢) bénh nhan danh gia va bao lai cho bac sy.

4. KET QUA:

Téng cong c6 8 bénh nhan téi kham va dugc chan doan bi tics, hodc Gilles de le
Tourette. Bao gdbm 7 nam va 1 nit. Tudi trung binh 13 27, 16n nhat 14 78 tudi, nho nhat 1a 12
tudi. S6 nguoi dudi 20 tudi 1a 6/8 truong hop, 5 truong hop tudi 12-13. S6 ngudi bi trén 1
nam la 2 truong hop. C6 4 trudong hop khong quay lai tai kham (chiém 50%) va do vay khong
danh gia duoc két qua diéu tri.

Sau day la 4 truong hop bi tics hoac Gilles de la Tourette da dung levetiracetam va co
theo doi dugc hiéu qua.

1. Bui P. D., sinh nam 1992, bi céc tics dudi dang chop mit, va nhéch moi
& bén phai, doi khi ty thoi phi 1én phia mat bén phai cia minh. Bénh da 7 thang. Liéu
luong: Keppra 500 mg udng 1/2 vién x 2 lan/ngay. Hiéu qua: rit it, 3 diém.

2. Truong B. K., sinh ndm 1996, bi céc tic dang vin cd va nghiéng dau
sang mot bén. Bénh keo dai hon 2 nam. Dung haloperidol 2 mg/ngay c6 bat cac tics,
nhung bi chdm chap tdm than, d& cau git va bi béo phi. Liéu luong: Keppra 750
mg/ngay két hop v6i Nootropyl 1600 mg/ngay. Két qua: giam d rat nhiéu, 1 diém.

3. Thach H. Nh. D., sinh ndm 1995, bj cac tics kiéu lic dau, lic vai. Bénh
kéo dai 2 thang va tang dan. Liéu lwong: Keppra 250 mg x 2 lan/ngay. Két qua giam
d& rat nhiéu, 1 diém.

4, Lé T. P., sinh 1996, bi céac tics kiéu nhidm mét va ngoego c. Dung
haloperidol bi budn ngu. Liéu luong: Keppra 250 mg x 2 lan/ngay. Két qua: khong hé
giam d, ciing khong gay kho chiu gi, 4 diém.
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5. BAN LUAN:

Céc tics 1a mdt dang r6i loan van dong, ching xuat hién trong mot thoi gian kéo dai
trong bénh Gilles de la Tourette. Bénh khong nguy hiém tinh mang, nhung anh hudng téi viéc
hoc tap va chat luong cudc séng & tré em. Trong nghién ctru nhé nay, da phan bénh nhén 1a
nam giodi va tudi nho (12-13 tudi).

Thudc diéu tri thong thuong la haloperidol va mot s6 thudc c6 tinh an than kinh khac.
Tuy nhién, trén modt sé bénh nhan, cac thudc d6 co tic dung phu, gdy chdm tdm than va giy
ngu, trén 1 bénh nhén cua t61 c6 hién tugng tinh tinh tré nén cau gat. Cac thudc khac, ma hang
dau 1a clonidine, lai v6n 14 thuc ha huyét ap va dung phai rat cn than. Chinh vi vay, ngudi ta
c¢b gang tim kiém cac thudc méi dé diéu tri chirng bénh nay.

Theo y vin thé gidi, 43 co mot sd tac gia nghién ctru vé tac dung cua levetiracetam
trong diéu tri Giles de la Tourete. Nam 2005, Awaad YM va cong su tim hiéu tac dung diéu
tri ctia thudc trén cac tic van dong va am thanh & 60 bénh nhan tré em dudi 18 tudi, Khoi dau
lidu lwong 1a 250 mg/ngay, tang dan lén trong vong 3 tuan dat toi 1000 - 2000 mg/ngay. Cac
tac gia dung mot so thang diém 1am sang dé danh gia d6 nang cua céc tic trong Giles de le
Tourette, nhu thang diém cam nhén tong thé 1am sang (the Clinical Global Impression Scale),
thang diém d6 ning tong thé cua tic cia Yale (the Yale Global Tic Severity Scale),.... Tat ca
60 tré déu co cai thién trén cac thang diém. Cling nhom tac gia nay vao nam 2007 lai cong bd
tiép mot két qua theo doi trong thoi gian dai t6i 4 ndm véi levetiracetam lam don trj lidu. Tat
ca 70 bénh nhan dudi 18 tudi trong nhom nghién ctiru déu cho thay co cai thién 1am sang,
trong d6 c6 49 cai thién vé hanh vi cu xir va kha nang hoc tip tai truong. Pong thoi cac tac
gia ciing khang dinh thudc dugc dung nap tét. Ciing trong nim 2007, Panagiotis Oulis va
cong sy ciing trinh bay mot trudng hop 1am sang cia mot nit tré, bat dau bi bénh tir nam 17
tudi, kéo dai tdi nam 23 tudi (5 ndm) véi di cac thude kinh dién dung cho Giles de la Tourette
(kiéu nhur haloperidol, pimozide...), nhung khong d& bénh. Khi dugc cho dung levetiracetam,
chi sau 1 tuan téng diém cua thang diém da giam tur 70 diém xudng con 25 diém. Nam 2006
tai Bai Loan, Lin FC va cong su cling cong bd mot trudng hop nit 31 tudi bi bénh than kinh
do hong cau co gai (neuroacanthocytosis), v6i biéu hién 1am sang 1a Giles de la Tourette,
khong con dap tng voi tri liéu thong thuong (haloperidol, pimozide, clonidine...). Khi chuyén
sang dung levetiracetam, thi cac tic gt dau, nham mat, giat than minh, d3 giam han.

Tuy nhién, khéng phai moi nghién ctru déu co két qua nhu vdy. Nam 2007 Smith-Hicks
Constance L cong b6 két qua ciia 1 nghién ctiu dugc thiét ké kiéu mu doi, ngiu nhién, c6
kiém ching bang placebo, va dung nhimg thang diém nhu trén. Két qua trén 21 tré trai va 1
tré gai, sau 4 tuan diéu tri véi lidu tdi da 30 mg/kg/ngay, cho thiy levetiracetam khong co hiéu
qua 1o rét so voi placebo.

Nghién ciru cta t6i cho thdy hau hét bénh nhan bi tics toi kham 1a dudi 20 tudi (6/8
truong hop), voi 5 truong hop tudi 12-13, va 7/8 1a nam gidi. Liéu luong levetiracetam
(Keppra) thap, chi 500-750 mg/ngay. Co dén 1/2 sb truong hop khong tai kham va khong
danh gia gia dugc két qua, co thé do c6 hiéu qua khong t6i tai kham nira, cling c6 thé khong
c6 két qua gi nén nan long. Trong s6 theo ddi dugc, ¢ 2 truong hop két qua ngoan muc véi
lidu luong thude khong cao. C6 1 trudong hop khong c6 tac dung gi, va 1 trudng hop tac dung
gdy thuyén giam tics nhung rat it. Vi 2 truong hop khong tac dung hodc tac dung rat it nay,
rat c6 thé thude s& cd cong dung néu tang liéu, nhung vi 1y do tai chinh nén t6i nén khong tiép
tuc dung levetiracetam v&i liéu ting cao nira.

6. KET LUAN:

Nghién ctru nhé cia toi, phit hop véi y van thé giéi gan ddy nhét, cho thiy levetiracetam
(Keppra), von 14 1 thubc chdng dong kinh doi méi c¢6 pham vi hidu qua rong va an toan, con
c6 thé 1a mot lwa chon mdi trong diéu tri céc tics hodc Gilles de la Tourette. Hiéu quéa cua
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thudc trén céc tics tiy ting ca thé, khong thé dy déan trude duoc, co thé hiéu qua rat kém,
nhung cling c6 thé dap ung rat ngoan muc.

Két qua nghién clru goi y kha nang sur dung levetiracetam cho mot s6 truong hop réi
loan van dong kiéu khac, va cac rdi loan co6 kém am anh bit budc (obsessive-compulsive
disorder), qua hiéu dong kém giam tap trung chi ¥ (attention deficit and hyperactivity
disorder - ADHD), hay chung tu ky (autism).
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