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PAC PIEM LAM SANG VA DI TRUYEN HOC TRE MAC HOI CHUNG
ALAGILLE TAI BENH VIEN NHI DONG 1

Nguyén Viét Truéng', Ta Van Tram?, Nguyén Anh Tuan? Hoang Lé Phuc’
1. Bénh vién Nhi Déng 1; 2. Bénh vién DKTT Tién Giang; 3. B6 mén Nhi-BH Y Dugc TP. HCM

TOM TAT
Ddt vdn dé: Héi ching Alagille Ia mét réi loan tinh tréi nhiém sdc thé thudng, dnh huéng
nhiéu co quan khdc nhau.

Muc tiéu: Xdc dinh ty 1é cdc ddic diém Iam sang va di truyén hoc tré mdc héi ching Alagille tai
Bénh vién NhiPéng 1.

Déi tuong va phuong phdp nghién ciru: Bénh nhi mdc héi ching Alagille dugc diéu tri tai
Bénh vién NhiPéng 1 tirthdng 02/2015 dén thdng 12/2018. Thiét ké mé ta hang loat ca.

Két qua: Nghién ciu 32 tré mdc héi ching Alagille cho thdy: ty Ié bét thudng gan, khuén
madt, cét séng, tim, mat, lan luot la 96,9%; 87,5%; 78,1%; 75%; 59,4%. Cdc chi sé cholesterol,
ALP, triglycerid, AST, ALT, BTP, GGT, BTT téng cao hon so véi nguéng binh thuéng. Ty Ié dét bién
gen JAGT la 75%. Ty Ié dét bién vé nghia la 33%, sai nghia 29%, léch khung 21%, cdt néi 13%,
mdt doan nhé 4%.

Két lu@n: Can tiép tuc nghién ciu véi c&@ mau I6n hon nhdm tim méi lién quan kiéu gen - kiéu
hinh, cdc yéu té lién quan tién luong bénh gan.

ABSTRACT
CLINICAL AND GENETIC CHARACTERISTICS OF CHILDREN WITH ALAGILLE SYNDROME
IN CHILDREN’S HOSPITAL No1

Introduction: Alagille syndrome is an autosomal dominant disorder that affects various organs.

Objectives: Determining the prevalence of clinical and genetic characteristics of children with
Alagille syndrome in Children’s hospital No1.

Subjects and methods: Patients diagnosed with Alagille syndrome and treated at Children’s
hospital 1 from February 2015 to December 2018. Descriptive case-series design.

Results: Thirty-two children diagnosed with Alagille syndrome were studied. The proportion
of hepatic, facial, spinal, cardiac and ocular abnormality were 96.9%; 87.5%; 78.1%; 75%; 59.4%,
respectively. The levels of cholesterol, ALP, Triglyceride, AST, ALT, total bilirubin, GGT, direct bilirubin
were higher than the normal thresholds. JAG1 gene mutation was detected in 75% of our patients.
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Ngu@i chiu trdch nhiém chinh: Nguyén Viét Trudng
Dia chi: SDT: 0906462926, Email: nguyenviettruongnd1@gmail.com
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The rate of nonsense mutations was 33%, missense mutation 29%, frame-shift 21%, splicing 13%, and

microdeletion 4%.

Conclusions: We express our sincere need to continue research with a larger sample size to discover
the genotype-phenotype correlation as well as specific factors that can relate to the prognosis of liver

disease.

1. DAT VAN BE

Héi chiing Alagille (ALGS) la mét réi loan tinh
tréi nhiém sic thé thudng, anh hudng nhiéu
hé théng co quan khac nhau nhu gan, tim,
mat, cét song va khuén mat [15]. Bénh duogc
Daniel Alagille mé ta 1an dau nam 1969 [2], véi
tiéu chuan chan doan bénh bao gém thiéu san
dudng mat trong gan két hgp it nhat ba triéu
chiing 1am sang chinh. Bénh rat hiém gap, ty lé
mac bénh 13 1:70.000 tré so sinh, do dét bién
gen JAG1 [10] va ty l1é nho dot bién gen NOTCH2
(< 1%) gay ra [13].

Viéc chan doan sém ALGS rat quan trong vi
bénh thudng biéu hién da dang, triéu ching
tuong tu véi cac bénh ly khac, dac biét la teo
dudng mat, nhat la giai doan so sinh. Hau qua
la tré thudng bi chan doan nham va phai chiu
cac can thiép khéng can thiét nhu phau thuat
Kasai, lam anh huéng nang né dén tién lugng
cua bénh [7].

Tai Bénh vién Nhi Déng 1, hién tai chua thuc
hién dugc xét nghiém di truyén, chan doan ALGS
chii yéu dua vao biéu hién 1am sang, thudng chan
doan nham véi teo dudng méat lam anh huéng
chat lugng cudéc séng bénh nhan. Tir nhitng thach
thiic d6 ciing nhu tir nhiing két qua va han ché
nghién ctu cla Lin C. Henry va Hoang Lé Phuc
trudc day vé tré ALGS Viét Nam, nghién ctu dugc
ti€n hanh véi hai muc tiéu sau nham xac dinh:

1. Ty Ié cdc ddc diém lam sang, cdn lém sang cua
tré mdc héi chiing Alagille.
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2. Ty lé cdc ddc diém dét bién gen JAGT va
NOTCH2 cua tré mdc héi ching Alagille.

2.DOITUGNG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi tugng nghién citu: Tat cd bénh nhi
mac héi chiing Alagille dugc diéu tri tai Bénh vién
Nhi déng 1 tir thang 02/2015 dén thang 12/2018.

Tiéu chi chon vao: bénh nhi dugi 16 tudi; C6
biéu hién it nhat ba trong nam triéu ching 1am
sang chinh bao gém (1) bat thudng gan, (2) bat
thuéng tim, (3) bat thuéng cot sdng, (4) bat
thudng mat va (5) bat thuong khudn mat; Dong y
tham gia nghién ctu.

2.2, Phuong phap nghién ctu

Thiét ké nghién cdu: M6 ta hang loat ca.

Cé mau: Tat cd cac mau da tiéu chudn chon
vao va khéng c6 tiéu chuan loai trir.

Phuong phdp chon mau: khéng xac suét, trong
d6 dung phuang phap 1ay mau lién tiép.

Xar ly va phan tich sé liéu: Nhap liéu bang phan
mém Epidata 3.1. Phan tich s6 liéu bang Stata 13.
Vé théng ké mé t3, cac bién lién tuc duogc mé ta
bang trung binh, dé léch chuan néu phan phdi
binh thudng va trung vi, khodng ti vi néu phan
phéi khéng binh thudng. Cac bién danh dinh, nhi
gia, thi tu dugc phan tich va trinh bay theo tan sé
va ty lé (%). Tat ca cac kiém dinh dugc xem la cé y
nghia théng ké khi p < 0,05.

3.KET QUA

3.1.Dac diém mau nghién ciu
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Bang 1. Dic diém clia déi tuong tham gia nghién ctiu

) Gii
Dic diém - p
Tong (n=32) Nt (n=14) Nam (n=18)
Tudi (thang)s 6,5(2-51,5) 3,5(2-31) 20(4-112) 0,035
Nhém tudi (thang)
>4 17 (53,1) 5(35,7) 12(66,7) 0,082¢
<4 15 (46,9) 9 (64,3) 6(33,3)
Pia chi
Tp.HCM 7 (21,9) 4 (28,6) 3(16,7) 0,669¢
Tinh/thanh khac 25(78,1) 10(71,4) 15(83,3)

$Bao cao trung vi va khoang tur vi, kiém dinh Mann - Whitney

¢Kiém dinh chinh xac Fisher

3.2. Dac diém lam sang, can lam sang cta tré mac hoi ching Alagille

Bang 2. Dac diém cac bat thudng Iam sang chinh

Pac diém Tan sé (n=32) Tylé %
Bat thudng gan 31 96,9
Bat thuong khuén mat 28 87,5
Bat thuong cot séng 25 78,1
Bat thuong tim 24 75
Bat thuong mat 19 59,4
Bat thudng than 2 6,3
Bang 3. Cac dac diém can 1am sang (N=32)

Dacdiém Trung v;((élzl'?ouééng tavi) sl?i:\ar:‘tcr\al?;r‘l;n
BTP (umol/L) 153 68,3-202,3 7,5
BTT (umol/L) 83,1 35,1-104 24,3
AST (U/L) 218 178 -347,2 3,6
ALT (U/L) 213,3 99,2 - 305 4,7
ALP (U/L) 482,3 396,3-739,9 1,4
GGT (U/L) 470,9 229,7-1099 21,4
Cholesterol (mmol/L) 6,5 54-12,8 1,3
Triglycerid (mmol/L) 2,5 2,1-3,9 1,5
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3.3. Pac diém dot bién gen cda tré mac hoi
chuing Alagille

C6 32 trudng hgp dugc chan doan lam sang
la ALGS dugc tién hanh phan tich d6t bién gen

JAG1 va NOTCH2. Két quad cé 24 trudng hop
(75%) dugc phat hién c6 dot bién gen gay bénh
JAG1. Khong ¢6 truong hgp nao dugc phat hién
c6 dot bién gen NOTCH2.
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Biéu d6 1. Cac kiéu dot bién gen JAG1 (N=24)
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Biéu d6 2. Vi tri dot bién gen JAG1 (N=24)
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4.BAN LUAN

4.1.Dic diém mau nghién citu

Tudi trung vi phat hién bénh la 6,5 thang.
Tudi phat hién bénh ciia nam muén hon so véi
tudi phat hién bénh cda nir (20 thang so véi 3,5
thang). Nhém tudi >4 thang (17 trudng hop)
nhiéu hon nhém <4 thang (15 truéng hgp). Trong
d6, nhom <4 thang tu TPHCM la 3 trudong hop
(43%) khoéng khac biét véi cuing nhém tudi nay
tu cac tinh thanh khac la 12 trudng hop (48%).
Diéu doé cho thay dia ly khong la nguyén nhan
lam tré phat hién bénh tré. So véi nghién ctu 41
tré ALGS cia Ahn KJ (2015), tudi trung binh phat
hién bénh rat sém 1 thang tudi, trong d6 c6 6 ca
phat hién giai doan bao thai va chi c6 2 ca la phat
hién sau 4 thang [1]. Nhu vdy, chan doan ALGS
tai Bénh vién Nhi Dong 1 l1a muén mic du day la
co sG y té Nhi khoa tuyén cudi. Diéu nay cé thé
do than nhan bénh nhan chua nhan thic dugc
bénh nén kham bénh muodn cing nhu do han
ché trong chan doan bénh clia bac si nhu chua
¢6 kinh nghiém hoéc chua di phuong tién chan
dodn xac dinh bénh.

Pa s6 bénh nhan dén tur cac tinh thanh khac
(78,1%) ngoai thanh phé H6 Chi Minh (21,9%).
Do dac diém Bénh vién Nhi Déng 1 1a tuyén cudi
trong diéu tri Nhi khoa khu vuc phia Nam Viét
Nam nén dai da sé6 bénh nhan dén tir cac tinh
lan can.

4.2. Pac diém lam sang

Trong cac nghién ctu vé dac diém 1am sang
tré ALGS, c& mau cla chung t6i (n=32) I6n hon
¢& mau nghién ciu ctia Cho JM (n=19) va Lin HC
- Hoang Lé Phiic (n=21) nhung nhé hon tac gia
Alagille D (n=80), Emerick (n=92) va Subramaniam
(n=117) [3,4,6,12,14]. Tuong tu gilta cac nghién
cliu trén, bat thuéng gan rat thuéng gap, dao
doéng tir 85% (Emerick KM, 1999) dén 100% trong
nghién ctu cha Lin HC (2012). C6 thé do nghién
ctu ctia Lin HC chi nhan bénh nhan tai khoa Tiéu
héa nén tat cd déu cé bat thudng gan (100%).
Bat thuong tim trong nghién ctiu chiing toi thap

hon nhiéu so v&i cac tac gia khac, chi chiém 75%,
trong khi cac nghién cttu khac = 85%. Su khac
biét nay cé thé do cach chon mau. Nghién ciu
ching t6i chu yéu thuc hién tai khoa Tiéu héa
nén da s6 bénh nhan cé bat thuong gan. Ngoai
ra, ¢6 thé do khac biét c& mau hoac do khac biét
chling tdc. Bat thudng cdt sdng c6 su dao ddng
kha 16n tir 39% (Subramaniam, 2011) dén 94,1%
(Lin HC, 2012). Tuong tu nghién ctu cda Lin HC
va Hoang Lé Phuc, bat thudng cét séng (78,1%)
trong nghién ctu ching t6i cao hon cac tac gia
khac. Day c6 thé la dac diém thudng gap cla tré
ALGS Viét Nam. Trong khi d6, bat thuong mat cta
ching téi (59,4%) lai rat thap so véi cac tac gia
Emerick (78%), Alagille D (88%), Lin HC (100%)
nhung tuong duong véi tac gia Cho JM (53%)
va Subramaniam (61%). Tuy nhién, do nghién
ctu cua Lin HC va Hoang Lé Phuc chi quan sat
2 trudng hgp nén tan suat 100% la khéng phan
anh chinh xac tan suat bat thuéng mat, khéng
mang tinh chat dai dién cho mau nghién ctru. Bat
thuong khuén mat trong nghién ctru ctia ching
toi la 87,5%. Pay ciing la bat thuéng hay gap
trong nghién ciu ctia Cho JM (100%), Emerick
(96%) va Alagille D (95%).

4.3.Dac diém cac xét nghiém sinh héa

Két qua nghién ctiu cho thay tat ca xét nghiém
BTP, BTT, AST, ALT, ALP, GGT, cholesterol, triglycerid
c6 gia tri déu tang so véi nguéng binh thuong.
Trong d6, hai chi s6 BTT va GGT tang rat cao so véi
ngudng binh thudng, Ian luot tang 24,3 lan va 21,4
Ian. Piéu nay phu hgp vai sinh ly bénh, phan anh
dung tinh trang U mat cla tré ALGS. Gia tri trung
vi BTP va BTT trong nghién ctu chiing téi lan lugt
Ia 153umol/L (8,9mg/dL) va 83,7pmol/L (4,8mg/dL).
Két qua nay tuong tu véi két qua nghién ciu 19
tré ALGS cua tac gia Cho JM (2014), BTP va BTT la
8,5+2,7mg/dL va 4,9+1,6mg/dL [4]. Trong nghién
ctu Subramaniam (2011), cholesterol >5 mmol/L
thdy & 52/86 (60,4%) bénh nhan (14). Chung téi
ciling c6 két qua tuong tu vaéi trung vi cholesterol
la 6,55mmol/L.
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4.4. Pic diém ddt bién gen cha tré mac héi
chiing Alagille

K&t qua phan tich di truyén 32 trudng hgp hoi
chiing Alagille cho thay c6 24 dét bién gay bénh
JAG1 (75%) va khéng thay d6t bién NOTCH2 nao.
Ty 1é dot bién gen JAG1 trong nghién ciiu cla
chting t6i tuong duong véi cac tac gia Li L (76,9%)
[11], Jurkiewicz D (74,3%) (8), Cho JM (74%) [4],
cao hon tac gid Crosnier C (63%) (5), Krantz ID
(69%) [9] va thap hon tac gia Lin HC (86%) (12).
Nhin chung, ty I& phat hién dét bién gen JAG1
clia ching téi va cac tac giad thuc té khong cao
nhu mong dgi so vGiy van (> 90%). Han ché trong
nghién ctiu ching t6i la chua khao sat dugc su
mat doan I&n va mat toan bd gen JAG1.

Hau hét cac nghién ctiu cho thiy dét bién léch
khung thudng gdp nhat, khac véi nghién ciu
chiing téi thudng gap nhat la dét bién vé nghia.
Piéu nay quan trong vi dét bién v6 nghia thuéng
anh hudéng nhiéu dén ciu tric protein lién quan
so vGi dot bién léch khung. Bén canh d6, ching
toi con phat hién mét truédng hgp mat doan
nhé (4%) va khéng c6 trudng hgp mat doan 16n
(nghién ctu ching t6i chua khao sat dugc). Tan
suat nay thap hon tac gia Li L (7,1%), Jurkiewicz
D (30,7%), Lin HC (16,7%). Giai thich cho su khac
biét trén c6 thé do su khac biét vé ky thuat phan
tich di truyén (chua khao sat dugc dot bién mat
doan dai va mat toan bé gen), khac biét ¢c& mau
hoac do khac biét chiing toc.

Két qua nghién ctu cho thay exon 4 (6 trudng
hgp) thudng bi anh hudng hon so véi cac exon
khac nhuexon 2,6, 8,9, 10, 12, 15, 16, 18, 20, 21,
23, 24 nhung nhin chung, tat ca cac exon déu cé
thé bi anh hudng. K&t qua nay tuong tu véi cac
tac gia Li L, Jurkiewicz D, Cho JM, Lin HC, Crosnier
C, Krantz ID [4,5,8,9,11,12].

5.KET LUAN

Két qua nghién ctiu 32 tré mac héi ching
Alagille tai Bénh vién Nhi Déng 1, dugc tién hanh
ti thang 02/2015 dén thang 12/2018, cho thay:
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- Tudi trung binh phat hién bénh 12 6,5 thang.
Nam mac bénh nhiéu hon Nir 1,3 1an. Ty |é bénh
nhan dén ti cac tinh thanh phia Nam la 78,1%.

- Ty Ié bat thudng gan, bat thudng khudén mat,
bat thuong cét s6ng, bat thudng tim, bat thudng
mat lan luot 1a 96,9%; 87,5%; 78,1%; 75%; 59,4%.

- Cac chi so cholesterol, ALP, triglycerid, AST,
ALT, BTP, GGT, BTT tang lan luot 1a 1,3; 1,4; 1,4;
3,6;4,7;7,5,21,4; 24,3 1an cao han so véi nguéng
binh thuong.

- Ty lé dot bién gen JAG1 1a 75%. Ty 1é kiéu dot
bién v6 nghia la 33%, sai nghia 29%, léch khung
21%, cat ndi 13%, mat doan nhé 1a 4%. Dét bién
phan bé trén hau hét cac exon.
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