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TOM TAT

Ddt vdn dé: X-linked adrenoleukodystrophy (X-ALD) la bénh ly di truyén do dét bién trén gen
ABCD1 [1]. Réiloan trén cha yéu dnh hudng dén vé thugng than va hé than kinh. Ty 1é mdc bénh
khodng 1:42.000 & nam giéi va ty Ié cia nguoi nir mang gen bénh la 1:14.000. Muc tiéu: Mé ta
ddic diém kiéu gen va kiéu hinh cia bénh nhan X-ALD. Déi tuong va phuong phdp: Gém 16 bénh
nhén dén tir 14 gia dinh dugc chdn dodn la bénh X-ALD. Nghién ciru ca bénh mé ta. Két qua: Tudi
khéi phdt bénh dao dong tir 1,5 tudi dén 14 tudi. Triéu chiing thudng gdip: suy gidm nhdn thic, déu
hiéu ngoai thdp va sam da. Néng dé ACTH tdng cao va néng dé cortisol mdu thudng giam. Tén
thuong chdt trdng tién trién trén MRI ndo. 13 dét bién khdc nhau trén gen ABCD1 da duoc tim
thdy. Nhém thé néo cé tién lugng ndng, ty Ié tirvong cao. Két ludn: Dot bién gen ABCD1 da duoc
tim thdy & bénh nhéan X-ALD Viét Nam, song van chua gidi thich dugc méi lién quan giira ki€u

gen va kiéu hinh.

ABSTRACT
GENOTYPE AND PHENOTYPE IN PATIENT WITH X-LINKED ADRENOLEUKODYSTROPHY

The X linked adrenoleukodystrophy (X-ALD) is a peroxisomal disease caused by defects of the
ABCD1 gene on chromosome X28. This disease is characterized by progressive neurologic dysfunction,
and occasionally associated with adrenal insufficiency. The estimated frequency is about 1:42000 in
male, whereas the estimated frequency for heterozygous women is 1:14000. Objective: To describe
phenotype and genotype in affected male patients in Vietnamese patients with X-ALD. Method: This
is case series study. Clinical features, biochemical finding and cerebral MRI lesions of 16 cases from 14
unrelated families were studied. Results: Age of onset was between 1.5 and 14 years. Most of patients had
symptoms including cognitive impairment, extrapyramidal signs, hyperpigmentation. Low serum
cortisol levels, and increased plasma ACTH. Neuroimaging studies (cerebral MRI) showed classical
patterns in all patients with neurological symptoms. CALD has worse prognosis, high mortality rates.
Conclusions: For the first time, mutations in ABCD1 are indentified, but we didn’t clarify the
genotype-phenotype correlations.
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1. DAT VAN BE

X-linked adrenoleukodystrophy (X-ALD) la
bénh ly di truyén do dét bién trén gen ABCD1
(ATP-binding cassette, dugi nhém D ALD, member
1), dan téi bat thudng qua trinh B-oxy hoéa trong
peroxisome va gay tich Iy acid béo chuéi rat dai
(VLCFA) & tat ca cac mé [1]. Réi loan trén chi yéu
anh hudng dén vo thugng than va hé than kinh.
Ty 1& mac bénh khoang 1:42.000 & nam gidi va ty
Ié clia nguoi nif mang gen bénh la 1:14.000 [2].
Gen ABCD1 nam trén nhiém sic thé X, tai vi tri
X928, dugc tim ra lan dau tién nam 1981 [11].

Bénh X-ALD c6 thé chia thanh 4 thé chinh.
Thé nao thudng khéi phat tir 3-10 tudi. Cac triéu
chiing chu yéu la réi loan hanh vi, suy giam nhan
thuic hay co giat, liét cliing... Thé AMN thudng khéi
phatmuén (28 + 9 tudi), tién trién chdm qua nhiéu
thap ky. Bénh lién quan téi tén thuong day than
kinh tuy la chinh, cac sgi truc than kinh ngoai vi.
M6t s6 bénh nhan bi suy thugng than ma khéng
c6 tén thuong nao, day goi la thé Addison don
thuan ctia bénh X-ALD. Qua sang loc cdc nam giGi
cUa cac gia dinh c6 bénh nhan X-ALD, thay c6 bat
thudng sinh hoa va gen nhung khéng c6 biéu
hién ton thuong thugng than va than kinh. Tén
thuong trén MRI ndo thudng bat dau & vung dau
thé trai va lan t6i chat trang cda héi cham. [29].

Chan doan xac dinh bénh X-ALD dua vao xét
nghiém VLCFA trong mau, cho thdy néng dé cao
bat thuong cta C26:0 va ty lé cao bat thudng clia
C24:0 va C26:0 so véi C22:0 va phan tich dot bién
trén gen ABCD1.

Theo doi cac tré trai va nam gigi truéng thanh
mac X-ALD nham: (1) phat hién sém suy vé thugng
than va (2) phat hién sém thé nao, tir d6 c6 co s&
dé dé xuat ghép té bao géc tao mau dong loai.
Méc du nguy co tif vong I6n, song day van la can
thiép diéu tri duy nhat cé thé ngan chan su tién
trién hay myelin trong nao ctia bénh nhan X-ALD,
nhung can thuc hién tu rat sém, tu khi chua cé
triéu ching hoac cac triéu chiing huy myelin rat it
(1Q > 80 va Loes < 9) [5], [6], [7].

Tai Viét Nam chua c6 nhiéu nghién ciu vé
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bénh X-ALD, chinh vi vay ching téi tién hanh
nghién ciiu dé tai véi cac muc tiéu sau:

Mé ta ddc diém ki€u gen va kiéu hinh cua
bénh X-ALD tai Bénh vién Nhi Trung uong.

2.DOITUGNG VA PHUONG PHAP NGHIEN CUU

2.1. Déi tugng nghién ciu

Péi tuong nghién ciu bao gém 16 bénh
nhan dén tur 14 gia dinh dugc chan doan la bénh
X-ALD, dugc theo dbi va diéu tri tai khoa Noi tiét -
Chuyén hoa - Di truyén Bénh vién nhi Trung uong
trong thoi gian tir01/01/2011 - 15/11/2015.

2.2, Phuong phap nghién cttu: Nghién ciiu mé
ta. Chiét tach DNA tur bach cau mau ngoai vi dugc
thuc hién tai Bénh vién Nhi Trung uong. Pinh
lugng ndng dd VLCFA va phan tich dot bién gen
ABCD1 dugc thuc hién tai dai hoc Gifu - Nhat Ban
va Trung tam Y sinh hoc di truyén, Dai hoc Y Dugc
Thanh phé Hé Chi Minh.

2.3. C& mau va cach chon mau

*Tiéu chuan lua chon d6i tuong nghién ciu

Bénh nhan nam giéi c6 biéu hién thudc ca 2
tiéu chuan sau [4]:

-Tiéu chuan 1:

+ C6 biéu hién cha suy thugng than: sam da,
mét moi va /hoac

+ C6 biéu hién triéu ching thoai trién than
kinh trung uong theo thai gian:

¢ Ton thuong nao (sa sat tri tué, giam thi luc,
thinh luc...) két hgp véi ton thuong chat tring
ti€n trién trén MRI ndo va/hoac

¢ T6n thuong than kinh tay: liét, réi loan co
tron, réi loan cdm giac.

-Tiéu chuan 2:

Néng dd cac acid béo chuéi rat dai nhu C26:0,
C24:0, C22:0 trong mau tang cao va / hoac xac
dinh dot bién trén gen ABCD1.

* Phuang phap chon mau

Chon mau: S dung c¢& mau thuan tién, bao
gém cac bénh nhan dua tiéu chuan chan doan
trong thaoi gian nghién ctu (2011-2015).
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3.KET QUA
3.1. Dac diém kiéu hinh

Bang 1. Phan bé bénh nhan theo Iita tudi khéi phat ctia cac thé 1am sang

Thé bénh n Tudi khéi phat Tudi chan doan
] Dusi 8 tudi 7
Thé néo - 4-95 6-13
Tur 8 tudi tré l1én 5
Thé than kinh tdy thugng than 1 14 22
Thé Addison 3 1,5-5 4-10,5
Bang 2. Chuic nang tuyén thuong than & bénh nhan c¢6 biéu hién sam da
Thé ndo Thé Addison
n (t8i thiéu - téi da) n (ti thiéu - téi da)
Giam 3 3
Néng do6 (7 - 41,5 nmol/l) (0,2-50 nmol/l)
cortisol inh thu? 3
Binh thudng (261 - 957 nmol/l) 0
< 6 3
Tang
Néng dd ACTH (17,2-416,7 pmol/l) (59,7 - 440 pmol/l)
Binh thuong 0 0
ale |4 =
al4 Ou2
o 3 PR | — —
3 a5 2 —
=
5.2 24 L5
I
¥ als Z = :
¥ a13 3 2 =
2 oan |2 Q.5 .
& alo 1%
-E a8 14 3
:g. a7 N 5 o 2
S a2 4 3 — )
a6 [1.5 elude
33 15—
al [ 4 5
0 10 15 20 25
The'i gian (ndm)
mEinh thrdng MW Samda MTriguchirngthankinh M Sam da va trigu chi*ngthan kinh

Bi€u d6 1. Dién bién cac dau hiéu Iam sang theo thai gian ctia cac bénh nhan
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3.2. Dac diém kiéu gen

Bang 3. Két qua sinh hoc phan ti cia cac bénh nhan trong nghién ciu

Vi tri dot bién Thay déi nucleotid Thay déi protein Loai dét bién
Exon 1 c.46-53del insG - Mat doan I6n
Exon 1 ¢.854G>C p.R285P Dot bién diém
Exon 1 €.292_296delTCGGC p.S98Rfs*95 Mat doan I6n
Exon 3 c.1202G>T p.R401L Dot bién diém
Exon 3 c.1208 T>A p.M403K Dot bién diém
Exon 5 c.1415_1416delAG p-Q472Rfs*83 Mat doan nhé
Exon 6 c.1552C>T p.R518W Dot bién diém
Exon 6 c.1628C>T p.P543L Dot bién diém
Exon 6 ¢.1553 G>A p.R518Q Dot bién diém
Exon 7 ¢.1668G>C p.Q556H Dot bién diém
Exon 8 c.1825G>A p.E609K Dot bién diém

Mat doan kéo dai gitta IVS1+505 va IVS2+1501, chia toan bd

exon 2 (4243bp), cong thém 79bp tu BAP31 va 8bp khong rd Mat doan I6n
Intron nguén géc

IVS8+28-551bp del Mat doan I6n

4.BAN LUAN

Trong 16 bénh nhan nam clia nghién ctiu ¢6 3
bénh nhan thé Addison don thuan (AO), 12 bénh
nhan thé niao (CALD) va 1 bénh nhan thé than
kinh tty thuong than (AMN). Tac gia Marc Engelen
(2012) da dua ra tan suat cac thé bénh nhu' sau: CALD
tré nhé chiém 31 - 35%, thé AMN khéng c6 biéu
hién nao chiém 40 - 46%, ty & thé AO gidm dan
theo Ita tudi [4]. 12 bénh nhan thé nao c6 dé tudi
khéi phat dao ddng tir 4 - 9,5 tudi. Bénh nhan thé
AMN khéi phat triéu ching khi 14 tudi. 3 bénh
nhan thé AO c6 d6 tudi khéi phat dao dong tir 1,5
tudi - 5 tudi. Do tudi chan doan ctia 16 bénh nhan
trong nghién ctru dao déng tur 4 dén 22 tuéi.

Li do vao vién thuong gap la sam da, hay cac
triéu chiing than kinh nhu hoc tap gidm sat, nhin
m&, gidm tri nhé... Thai gian dién bién truéc vao
vién cla cac bénh nhan trong nghién ciu rat thay
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dai, tuy thudc vao thé Iam sang. 10/16 bénh nhan
¢6 biéu hién sam da truéc khi dén vién, 7 bénh
nhan trong s6 nay xuat hién thém cac triéu chiing
than kinh trong véng vai nam sau d6. Dac diém
Iam sang rdé rang nhat la cac triéu chiing cua thoai
trién than kinh, mat dan cac chiic nang ctia viing
nao tén thuaong tuong tng. Thudng gap nhat la
suy giam nhan thuc va dau hiéu ngoai thap. Mot
s6 bénh nhan dén vién khi cé cac triéu ching
than kinh ndng né nhu yéu 2 chan, liét hoan toan
hoac thudng xuyén cé cac con tang truong luc
¢0. Nhitng bénh nhan nay thuong da c6 thai gian
dién bién ngan, triéu ching xuat hién ram ro.
Cac bénh nhan c6 biéu hién sam da trén lam
sang déu c6 néng d6 ACTH trong mau tang cao
va néng dd cortisol trong mau giam. Chung téi
danh gia diém Loes cho 10 bénh nhan thé nio,
muc diém Loes dao déng tir 4 dén 16 diém. Phan
I6n cac bénh nhan déu cé tén thuang chat trang
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vung cham - thai duong va thé chai, mét sé it
bénh nhan con c6 tén thuong chat trdng & thuy
tran va bao trong.

Trong nhém thé nao, 5 bénh nhan da ti vong
trong thdi gian theo déi (2,1 £ 1,4 nam). Cac
triéu ching than kinh chu yéu 1a mat ngén ngi,
liét ciing toan than va tang truong luc co nhiéu,
co giat, réi loan co tron... Bénh nhan thudng ta
vong do bénh nao giai doan cudi (tu 8 — 16 tudi).
Nhéom suy thugng than don thuan dugc diéu tri
bang liéu phap hormon thay thé. Khéng cé bénh
nhan nao xudt hién cac triéu ching than kinh
trong thgi gian theo déi.

Dua trén ki thuat giai trinh tu gen, chiing toi
da tim thay 13 dét bién & cac vi tri khac nhau trén
gen ABCD1.Trong d6 c6 11 dét bién da dugc bao
cdo trong mét sé nghién cuiu trudce, 12 dét bién
méi. Trong 13 d6t bién dugc tim thay, bao gém
cac dang: dot bién diém, mat doan I6n, mat doan
nhé. Mac du mang cung mét dét bién, nhung 2
anh em trong ciing mét gia dinh lai c6 biéu hién
Iam sang rat khac nhau. Diéu nay cho thay tinh da

dang ctia kiéu gen ciing nhu kiéu hinh cia nhém
bénh nay.

5.KET LUAN

Pét bién gen ABCD1 lan dau tién dugc tim
thay trén cac bénh nhan X-ALD Viét Nam. Mac
du da tim thay dét bién gen gay bénh nhung
chua tim thdy méi lién quan nao gitia kiéu gen
va kiéu hinh.
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