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LOAN TRUONG LU'C CO' DPAP 'NG DOPA: BAO CAO TRUONG HOP
LAM SANG KHO'I PHAT SOM O’ TRE NHO VA TONG QUAN Y VAN

Lé Ngoc Hong Hanh?, L& Tran Anh Ngan?, Pham Hai Uyén?,
Tran Thi Thay Linh%, Nguyén Lé Trung Hiéu?

TOM TAT.

Muc tiéu: M6 ta dic diém lam sang, can lam
sang va dién tién mot trudng hgp loan trugng Iuc co
dap Lrng dopamlne khai phat sém tai khoa Than Kinh,
Bénh vién Nhi Dong 2. Poi tugng va phuadng phap
nghlen clru: Bdo cao ca lam sang va tong quan y
van. Két qua Bénh nhan nit 8 tudi, khai phat tir 6
thang tudi véi run tay, di nhon chan cu’ng cd, dao
dong trong ngay Khong roi loan co vong hay g|ac
ngl. Tré cham phat trién tdm van mdc do nhe. Xét
nghlem gen cho thay dot blen léch khung GCH1 di
hgp tir trén NST 14. Gia dinh c6 ngudi than b|eu h|en
tuong tu. Dleu tri levodopa/benserazide tr 3 tudi g|up
cai thién van dong, tuy con khé khén trong hoc tap.
Két luan: Phat hién sm va diéu tri pht hgp DRD
gilp cai thién chlic ndng, ho trg tré sinh hoat binh
thudng. T’ khoa: DRD- Dopa-responsive dystonia:
loan truong luc co dap Ung dopa; DRD plus: loan
truong luc co dap u’ng dopa thé cong, hoi chimng
Segawa, Levodopa, tré em, di truyén.

SUMMARY
DOPA-RESPONSIVE DYSTONIA: A CASE
REPORT OF EARLY-ONSET IN A YOUNG

CHILD AND LITERATURE REVIEW

Objective: To describe the clinical features,
paraclinical findings, and disease progression of a case
of early-onset dopa-responsive dystonia managed at
the Department of Neurology, Children's Hospital 2.
Subjects and Methods: Case report and literature
review. Results: An 8-year-old female presented with
symptom onset at 6 months of age, including hand
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tremors, toe walking, limb rigidity, and diurnal
fluctuation. There were no sphincter or sleep
disturbances. The patient exhibited mild psychomotor
developmental delay. Genetic analysis revealed a
heterozygous frameshift mutation in the GCH1 gene
on chromosome 14. A maternal half-aunt was
reported to have similar symptoms diagnosed at age
10. [Initiation of low-dose levodopa/benserazide
therapy at age 3 resulted in significant improvement in
motor function, although learning difficulties persisted.
Conclusion: Early identification and appropriate
treatment of DRD can significantly improve functional
outcomes and enable affected children to achieve
near-normal daily functioning. Keywords: DRD -
Dopa-responsive  dystonia; DRD plus; Segawa
syndrome; Levodopa; pediatric; genetic.

I. DAT VAN DE

Loan truang luc cd dap ng dopa, trudc day
dugc goi la héi chirng Segawa, dugc mo ta lan
dau tién bai tac gia Segawa nam 1976 & 2 bénh
nhan nir 13 chi em ho, cd biéu hién loan truong
luc cd va tu thé bat thudng & 4 va 6,5 tudi [}
Bénh hi€m gdp vdi ti 1€ luu hanh tir 0,5 dén 1 trén
1 triéu nguGi. Tuy nhién r6i loan nay dudng nhu
bi bd st chan doan & nhitng ngudi cd triéu ching
nhe hodc cd thé chdn doan nham vai nhitng tinh
trang c6 biéu hién tuong tu' nhu bai ndo, hdi
chirng Parkinson khdi phat & ngugGi tré, that diéu
ti€u ndo. Loan truong luc cd dap (ng dopa dién
hinh hay con goi la hoi chiing Segawa xuat hién &
nif nhiéu hon nam vdi ti 18 4.3:1 B35 @6 tudi khdi
phat tlr 1 dén 12 tudi, trung binh 6 tudi.

Ca ché sinh bénh hoc cua loan truang luc cd
dap ung dopa la thi€u hut enzym trén con dudng
tong hgp dopamine bao gom thi€u hut enzyme
tdng hop tetrahydrobiopterin (BH4) nhu' CGH-1,
PTPS, SR; enzyme tdng hop levodopa tyrosine
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hydroxylase [TH]; enzyme tdng hgp dopamine
va serotonin (AADC). Trong do, loan trugng luc
co dap (ng dopa dién hinh do dot bién GCH-1 di
truyén tréi la thudng gap nhat, ti€p dén la dot
bién TH va SR. Trong do6t bién GCH-1 di truyén
tr6i, bénh nhan chi mang mot allen khi€m
khuyét, do d6 biéu hién Idm sang nhe hon thé di
truyén 1an. D6t bién GCH-1 di truyén lan mang 2
allen bi d6t bién nén cd kiéu hinh ndng han nhdém
di truyén tréi, khdi phat sém, triéu chiing van
dong tram trong han nhu giam truang luc co truc
than, khd nudt, kho di chuyén va chdm phat trién
tri tué. Tuy nhién moét s6 bénh nhan dot bién
ddng hop tir lai cé bi€u hién cla loan truong luc
cd dap (ng dopa dién hinh, dap (ing t6t vdi diéu
tri bang dopamine nhung lai c6 tuSi khdi phét
s6m han. Diéu nay gai y rang mic do tram trong
cla suy giam chirc nang quan trong han so lugng
dot bién gen khi xac dinh nhém kiéu hinh 1dm
sang [2, Mot ca ché sinh bénh hoc khac cla loan
truong luc cg dap Ung dopa la khiém khuyét cac
chat van chuyén tai hap thu dopamine, ngudi
bénh c6 khiém khuyét nay cé dap Ung khdng
thuan Igi khi diéu tri bdng dopamine.

Bi€u hién 1dm sang dién hinh khdi phat & tré
em, bt dau bang loan truong luc cd & chan, gay
nén tu thé bat thudng, di nhon got, 2 gét xoay
ngoai, ban chan hudng I1én... Bénh dien tién dén
toan than, mat kha néng giir thdng bang, de té,
run chi. Thong thuGng tri tué va nhan thirc khéng
bi anh hudng, khéng cd biéu hién clta tiéu nao,
cam giac hay than kinh tu cha. Tinh dao dong
trong ngay tuy khong phai la la triéu chimng dac
trung riéng clia bénh nhung ciling la mot dau hiéu
quan trong, vdi triéu chirg nang Ién vé chiéu va
cai thién sau khi ngti hay nghi ngai. [1:43]

Loan truong luc cg dap (ing dopa thé cdng
(DRD plus) ngoai thi€u hut dopamine van la yéu
t6 chinh gdy nén triéu ching lam sang,
noradrenalin va serotonin ciing bi thi€u hut dan
dén nhing bi€u hién khac ngoai triéu chling dién
hinh. Bénh nhan thuéc nhém DRD plus cé thém
it nh&t mot trong 3 bénh canh ma DRD dién hinh
khdng cd: (1) khdi phat s6m tir tudi sc sinh (2)
triéu chirng van dong gidam ndng nhu giam
truang luc co truc than, bd nudt kém, kho nudt
(3) triéu chirng ngoai van dong nhu co giat, giat
cd, chdm phat trién tdm than, van déng, réi loan
than kinh thuc vat A4,

Bénh can chan doan phan biét véi nhiing
biu hién bat thudng van ddng s6m & tré nhd
nhu bai ndo, réi loan van dong lién quan
dopamine kém thodi hoéa than kinh nhu
Parkinson khdi phat & nguGi tré, that diéu gai
ti€u ndo type 3, hdi chling pallidopyramydal, va
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nhitng r6i loan van dong khong lién quan
dopamine nhu dot bién DYT1, dot bién GLUTI,
giat cd loan truong luc.

Levodopa van la diéu tri cd ban cho DRD va
DRD plus, cho dap Ung diéu tri t6t, cai thién
dang k€ cac triéu chimg ma khong cd bién
chirng dao dong van déng. O nhém bénh nhan
DRD plus, diéu tri vdi Levodopa cd thé khéng
cho két qua t8i uu va cb thé can két hgp thém
v3i 5-HTP va BH4 [, Piéu tri nén bt dau bang
liéu thap, tang liu cham néu can, hiéu qua sau
vai ngay va dap Ung hoan toan sau vai ngay
hoac vai thang dung thudc P,

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
Bao cao ca lam sang

Ill. KET QUA NGHIEN CU'U

Bénh nhi nit 8 tudi, dia chi Hau Giang, con
1/1, sinh thudng du thang. TU 6 thang tudi,
ngudi nha phat hién em run tay, chdm phét trién
van dong véi 1 tudi biét ngdi, 2 tudi em di dugc,
di nhén chan, hay té, yéu c6 dao dong - di dugc
vao buéi sang, dén chiéu chi ngéi, khong di
dugc. Gia dinh c6 di - em cung cha khac me véi
me rudt- cé bi€u hién tuong tu, phat hién ltc 10
tudi, dang dugc diéu tri va dadp Ung Véi
Levodopa. Bé dugc diéu tri v&i liéu thap
Levodopa/Benserazide 200/50mg "4 vién ngay 1
lan vao budi sang, tir 3 tudi. Cac triéu chlrng van
dong cai thién sau diéu tri. Hién tai, bé cham
phat trién tdm than van ddng mic dd nhe, hoc
chdm, chua biét tinh toan. Tré ngd nhiéu vao
ban ngay, khong cd rbi loan co vong, khéng roi
loan ngbn ngr.

Kham |am sang ghi nhan bénh nhan tinh tao,
hgp tac tot, khong liét day than kinh so, chic
nang cam giac binh thudng. Bénh nhan cd vé
madt tram budn, giong ndi cham, nho, khi di it cr
dong 2 tay, de té. Video can do nguGi nha cung
cap khi khong dung thudc em cd dang di uGn lung,
nguGi vé phia trudc, dang chan, 2 ban chan xoay
trong va hudng Ién, nhon got, rat de té.

- ] |
Hinh 1: So dé pha hé cua nguoi bénh
Xét nghiém di truyén ghi nhan dot bién gen
GCH1 di hop tr trén nhiém sic thé s6 14, di
truyén troi hoac lan, dét bién léch khung, chua
dudc bao cdo trén Clinvar. Bénh nhan ti€p tuc
diéu tri Levodopa 5mg/kg/ngay. Hién tai, bénh
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nhan dap Ung tot diéu tri, cai thién chiic nang
van dong, sinh hoat binh thuGng, va chua c6
biéu hién tac dung phu nép cQa thuc“>'_c_. ‘
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Hinh 2: Két qua Sanger phat hién 01 bién
thé di hop tu’

Pay la truGng hgp lam sang dén kham va
theo doi tai bénh vién Nhi dong 2. Cac thong tin
vé ngudi bénh trong bai bdo da nhan dugc su
chap thuéan cua gia dinh va bdo mat.

IV. BAN LUAN

Ban luan truong hgp lam sang. Vé lam
sang, bénh nhan cd biéu hién phu hgp loan
truong luc co dap ng dopa véi cac biéu hién
run, loan truagng luc cd 2 chan, lan Ién tay, dg
cing 2 chan, dang di bat thuGng, de té ng3, tinh
dao dbng trong ngay bi€u hién rat rd tir 2 tudi
dén nay, khi em chi di dugc budi sang, budi
chiéu do cirng, nhon got chan, khong di dudc,
chi ngdi. Em con c6 cac biéu hién giéng bénh
Parkinson & vé mat it cam xuc, it cir dong tay khi
di lai, mat &n dinh tu thé&. Phan loai vé kiéu hinh,
bénh nhan cé nhiéu ddu hiéu thuéc nhom DRD
plus hon 1a DRD dién hinh véi do tudi xuat hién
tlr rat sém, 6 thang tudi va cd chdm phat trién
tam than van dong.

Bénh nhi c6 ngugi nha la di - cung cha khac
me v&i me rudt - cd biu hién bénh nén ggi y
day la bénh di truyén, két qua xét nghiém dot
bién gen GCH-1 phu hdp vdi chan doan loan
truang luc cg dap ng dopa. Ngudi bénh mang
gen di hdp t, nén day 1a kiéu dét bién di truyén
tr6i, phan loai theo két qua xét nghiém gen thi
ngudi bénh thuéc nhém loan truong luc cd dap
Ung dopa dién hinh (héi chi’ng Segawa). Tuy
nhién nhu da phan tich & trén, ngudi bénh mang
ki€u hinh ctia DRD plus Vvdi thdi gian khai phat
sdm va d&u hiéu chdm phat trién tdm van. Nhuw
vay, day la mot trudng hop hoi chirng Segawa
khdi phat s6m hay DRD plus c6 kiéu gen di
truyén tréi. Dot bién cla ngudi bénh la dot bién
méi chua dugc bdo cdo trén Clinvar nén can
dugc khao sat thém. Ngudi bénh dugc thuc hién
xét nghiém gen G4500 va khdng dinh lai bang ky
thuat Sanger, ky thuat nay cling dugc thuc hién
trong bado cao cua tac gia Furukawa Y I

Phan tich cady pha hé cua gia dinh ngugi
bénh, c6 kha ndang 6ng ngoai (cha cla me) la
ngudi mang gen dot bién, di truyén cho me va
cho di, me di truyén gen dot bién cho ngudi
bénh, tuy nhién 6ng ngoai, me va nhifng anh em
khéc clia me khdng cb biéu hién bénh. Diéu nay
dugc giai thich (1) do khd ndng biéu hién gen
khong gidng nhau & nhirng nguGi mang gen, chi
30-40% ngudi mang gen cé biéu hién bénh, kha
nang biéu hién gen & nit giGi cao hon nam gidi
2.3 [an [351 (2) triéu chiing 1am sang phu thudc
vao ti 1é enzyme bi thi€u hut, do dé néu ngudi
mang gen dot bi€én nhung khéng thi€u hut
enzyme san xudt dopamine di dé biéu hién 1am
sang thi s& c6 ki€u hinh hoan toan binh thudng,
(3) loai ddt bién khac nhau cd thé gy biéu hién
gen khac nhau M. Tac gia Wang W va cong su
md ta 1 trudng hgp hdi ching DRD dién hinh
nhan di truyén tr ngudi me khong co6 triéu
chirng khdéi phét ¢ dd tudi 17 thang, téng két cac
bdo cdo ca ldm sang trén thé gidi mé ta biéu
hién cé thé xuét hién tir 1,5 tudi dén 10 tudi 671,

Vé diéu tri dap Ung tot vdi dopa cling la mot
yéu t6 phu hgp chan doan loan trudng luc cg
dap Ung dopa. Liéu thudc bénh nhan dang sir
dung hién tai la 100mg/ngay, tucong duadng
5mg/kg, liéu nay phu hgp véi nhitng bdo cdo
trén thé gidi [°1. Ngudi bénh ciling chua cé biéu
hién tac dung phu cla thuéc nhu dao dong van
dong, loan dong.

Téng quan y van. Dystonia dap Ung Vi
Dopa (DRD) la mét hoi chiing lam sang dac
trung bai chirng loan truang luc khdi phat & tré
em, dadp Ung r0 va kéo dai vdi lieu thap
levodopa. C6 it nhat ba gen gay ra DRD: (1) gen
GCH1 trén nhiém sic thé 14g22.1-q22.2, ma hoda
GTP cyclohydrolase I (GTPCH), enzyme dau tién
trong con dudng sinh  thg  hdp
tetrahydrobiopterin (BH4; cofactor thi€t yéu cho
tyrosine hydroxylase [THI]), (2) gen TH trén 11
p15.5, ma hda cho enzyme TH xuc tac budc gidgi
han tdc dd trong quéd trinh sinh téng hop
catecholamine va (3) mét gen chua dudc xac
dinh trén 14q13 (DYT14). (23]

Giai trinh tv gen GCH1 thuGng dugc tién
hanh & cac pha hé, cac dét bién trong vung ma
hda (bao gébm cdc vi tri ghép ndi) cia gen nay
dugc tim thay & khoang 60% (49-79%) cac gia
dinh DRD. Xét ngiém gen nén dugc xem xét &
tat ca tré em co triéu ching loan trucng luc
va/hodc Parkinson hodc co rGi loan dang di
khong rdo nguyén nhan. 4]

GCH-1 Ia mdt gen c6 thé gdy ra cac kiéu
hinh khac nhau nhu DRD va DRD-plus tuy thudc
vao murc d6 nghiém trong cla dot bién, dugc du
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doan trong phan trén. Hahn va céng su’ da phan
loai dét bién gen GCH-1 thanh 3 ki€u hinh khac
nhau tuy thudc vao khiém khuyét gen: (1) AD-
GCH-1: di truyén trdi trén nhieém sdc thé thudng
tién trién va/hodc dap ng vdi levodopa, khdi
phat & tré em, khdng chdm phét trién, khdng co
gidt; (2) AR GCH-1, di truyén 13n, biéu hién &
giai doan dau ddi vdi rbi loan than kinh nghiém
trong nhu' chdm phat trién tdm than van dong,
co giat, v.v.); va (3) dét bién di hgp tir kép (mdc
dé nghiém trong trung gian gilfa cac r6i loan
trén). Trudng hgp lam sang ching t6i mo ta khéi
phat sém, cé chdm phat trién nhe, khdng co
giat. M6t vai bao cdo trén y van ciing ghi nhan
trudng hgp khai phat sém 6 71

V. KET LUAN

Loan truang luc dap Uing dopa trudc day goi
la hoi chiing Segawa la mot tinh trang loan
truang luc co di truyén hi€m gap xuat hién & tré
em va vi thanh nién, dap ng gan nhu hoan toan
khi diéu tri thich hgp. Bao cdo ca lam sang nay
déng gdp cac hiéu biét vé triéu chimng, dién tién
ldm sang, dap Ung diéu tri vGi Levodopa G tré
em. Dot bién gen & bénh nhan nay la dot bién
mdi, chua dugc bdo cdo trén y vin véi kiéu di
truyén phirc tap, can dugc phan tich thém. Vi
ngudi bénh cd tubi khdi phat sGm so véi hdi
chiing Segawa dién hinh, tién lugng vé than kinh
va dap Ung diéu tri cia ngudi bénh van can
dugc theo ddi lién tuc.

Loan truong luc cg dap Ung dopa nén dugc
phat hién sém vi cé dap Ung tot véi diéu tri thich
hgp. Chién Iugc diéu tri 1€ thudc vao loai enzym
bi anh hudng, do dd, phan tich di truyén can

phai dugc thic hién va phan tich rd rang dé xac
dinh chan doan, dong thai giup phan biét véi cac
rGi loan cd biéu hién tugng tu.
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GIA TRI TIEN LUONG CUA CHi SO MELD TRONG DU’ POAN NGUY CO'
SUY GAN CAP (' BENH NHAN X0’ GAN PIEU TRI
TAI TRUNG TAM Y TE HUYEN THANH BA

TOM TAT
Muc tiéu: banh gia gid tri tién lugng cla chi s6
MELD trong du doan nguy cd suy gan cap G bénh
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Lé Quéc Tuén?, Vwong Truong Cirul

nhan xc gan diéu tri tai Trung tdm Y té huyén Thanh
Ba. POi tu'gng va phucng phap: Nghién ciru mo ta
cat ngang tién ciu trén 52 bénh nhan xo gan, chia
thanh hai nhdm cé va khéng cé suy gan cap. Chi s
MELD dudgc tinh toan va phan tich maoi lién quan vdi
nguy cd suy gan cap. Két qua: Bénh nhan suy gan
cap c¢6 chi s6 MELD trung binh cao han dang k& so Vi
nhém khong suy gan cap (22,4 + 3,1 so véi 15,2 £
2,8; p < 0,01). NguGng MELD > 18 cé d6 nhay 85%
va do ddc hiéu 78% trong tién lugng suy gan cap. Khi
MELD > 20, d6 dac hiéu tang lén 85,1%. K&t luan:
Chi s6 MELD co gia tri tién lugng cao trong du bao
nguy cd suy gan cdp ¢ bénh nhan xd gan. Ngugng



