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TOM TAT

Nghién ctru mé ta dac diém |am sang va di truyén phan t&r ctia ca bénh dot bién gen HNF-18 1an
dau phat hién dwgc & Bénh vién Nhi TW. Bénh nhan (BN) dwoc chan doan tiéu dwéong luc 14,5 tudi
kém theo bénh ly than khéng do tiéu duwdng. Chiét tach ADN tir bach cu lympho méau ngoai vi, phan
tich dot bién gen HNF-18 bang ky thuat PCR va giai trinh tw gen (sequencing). Két qua: BN cé mang
mot dot bién sai nghia di hop tir clia gen HNF-18 (S148L). Dot bién lam thay déi nucleotid C>T &
vi tri 443 clia exon 2, dan dén thay thé axit amin leucine cho serine & vi tri 148 trén phan t& protein
(p.Ser148Leu). Két qua nay khang dinh chan doan than da nang (siéu am va CT 6 bung) va tiéu
dworng. Két qua chup CT & bung khéng quan sat thdy than va dudi tuy. Phan tich dét bién gen HNF-18
can thiét dbi véi BN tiéu dwong tré tudi khong co béo phi va cé bénh than kém theo, déc biét khi cé
kém theo thiéu san tuy.

* Tl khoa: Tiéu duwdng; Dot bién gen HNF-18; Ngudi trwdng thanh tré tudi.

DIABETES IN YOUNG ADULTS DUE TO GENE MUTATION
HNF-14: REPORT ON THE FIRST CASE
AT NATIONAL PEDIATRICS HOSPITAL
SUMMARY

The authors described clinical and genetic findings in the first Viethamese case with HNF-71f3
mutations. The patient with diabetes was diagnosed at 14.5 years of age and nondiabetic kidney
disease. Genomic DNA were extracted from WBC of whole blood and HNF-18 mutation was
performed using PCR and direct sequencing. Results: The proband is heterozygous for an HNF-18
missense mutation, S148L. This C>T mutation at nucleotide 443 (c.443C>T) results in the substitution
of the amino acid leucine for serine at codon 148 (p.Serl48Leu). This result confirms a diagnosis of
renal cysts and diabetes (RCAD). Pancreas atrophy was observed using abdominal CT. Analysis for
mutations of HNF-18 is warranted, in nonobese patients with diabetes and slowly progressive
nondiabetic nephropathy, particularly when pancreatic atrophy.
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Ty 1& lvu hanh cla tiéu duwdng & cac
nwéc cong nghiép phat trién khoang 6 - 7%
va tiéu dwong typ 2 chiém téi 90% céac ca
bénh. Tiéu dwéng & nguoi trwdng thanh tré
tudi (Maturity onset diabetes of the young:
MODY) dwoc dinh nghia la tiéu dwong xuét
hién cé dién trudc 25 tubi, tiéu dwong khong
nhiém toan xeton do thiéu hut bai tiét insulin
tién phat va di truyén trdi nhiém séc thé
thwong. Ngoai trir MODY2 1a do dot bién
gen glucokinase, cac dwéi nhém khac cla
MODY dwogc xac dinh lién quan dén dot
bién clia gen diéu hoa qua trinh sao chép
(transcription factor gene): hepatocyte nuclear
factor-4a. (HNF-4a) d6i véi MODY1, HNF-1a
déi véi MODY3, insulin promoter factor-1
dbi véi MODY4, HNF-1B dbi véi MODY5 va
neurogenic differentiation factor-1 déi voi
MODY6. Cac dwdi nhém ctia MODY chiém
2 - 5 s6 ca tiéu duwong typ 2, trong do,
MODY 3 va 2 chiém twong *ng 65% va
15%. Cac duwdi nhém khac cia MODY hiém
gap hon. MODY 5 dwoc mé ta 14n dau &
moét gia dinh BN ngwoi Nhat mac tiéu dwdng
tré tubi két hop v&i bénh ly than [1]. Tai
Bénh vién Nhi TW, tlr 1974 dén 2010 c6
khoang 265 BN tiéu dudng dwoc chan doan
tw tudi so sinh (BN nhé tudi nhat dwoc chan
doan luc 5 ngay tudi) dén trwdc tudi 15.
Phan 16n 1a tiéu dwong typ 1; mot ty 1& nhd
(22 ca) tiéu duwdng so sinh, trong do, 10 ca
dwoc phan tich di truydn phan t& va xac
dinh c6 dot bién gen ma hoa cho kénh Karp
cla té bao beta tiéu ddo tuy (ABCC8 va
KCNJ11), d6t bién gen INS va bat thwong
nhiém sac thé 6 (6q24 hypomethylation va
dot bién gen ZFP57). Trong nghién clru
nay, ching t6i bao cao ca bénh tiéu dwdng
MODY két hop vé&i tén thwong than dwoc
chan doan va diéu tri IAn dau tai Bénh vién
Nhi TW v&i muc tiéu: M6 ta dac diém lam
sang va di truyén phan tr ciia ca bénh MODY
5 do dot bién gen HNF-1B.

BAO CAO CA BENH

BN nam, sinh ngay 25 - 6 - 1996 (14,5
tudi) 14 con th& 3 trong mét gia dinh cé 3
con (chi gai dau 20 tudi, anh trai tht hai 17
tudi) cia cap vo chdng két hon khong cling
huyét thdng. Tré dé du thang, can nang luc
dé thap (1,6 kg), phat trién tinh than va van
dong binh thuwong, co tién st nhiém trung
hé hép tai phat nhiéu Ian tlr 6 thang dén 3
tudi. Khoang 2 thang truéc khi vao vién, gia
dinh thay tré udng nhiéu, dai nhiéu, khéng
ré sut can. 3 ngay trwdc vao vién, tré non,
dai nhiéu, dau bung, mét médi va hén mé
nang dan. Tién s gia dinh: b, me, chi gai
va anh trai d&u khde manh, hai anh trai cta
éng ngoai BN méc tiéu duwdng, nhung duoc
chan doan sau 60 tudi (hinh 1). Tré vao
vién v&i bénh canh ty thd 35 lan/phut,
SpO, 100%, tim déu 100 lan/phat, huyét ap
110/60 mmHg, lo mo, khdng co6 triéu chirng
than kinh khu trd, c6 biéu hién méat nuwéc
nang, can nang 30 kg, chiéu cao 138,5 cm.
Cac xét nghiém luc vao vién: dwong mau
> 94 mmol/l; khi mau pH 7,25, pCO,: 28,2
mmHg, HCO3: 12,2 mmol/l, BE: 13,3; ure:
31,1 mmol/l (binh thwéng 1,7 - 7,3 mmol/l);
creatinin: 351 umol/l (45 - 95 umol/l); GOT:
17 U, GPT: 44 Ul/I; dién giai dé mau: Na:
113 mmol/l; K: 3,5 mmol/l, Cl: 86 mmol/l,
Ca: 2,2 mmol/l; HbAlc = 20,4 %; insulin mau:
142 pU/ml (sau khi da diéu tri insulin);
C-peptide: 0,296 ng/ml (binh thwong < 3,2
ng/ml); nwéc tiéu: xeton 5 mg/dl, dwong
500 mg/dl, protein dinh tinh vét, dinh lwong
0,19 g/l; cong thirc mau Hb 14,29%, bach
cau 22.500/ml (trung tinh 90%), tiéu cau
380.000/ml. BN dwoc chan doan ban dau
la toan xeton do tiéu dwdng cé suy than.
Cac thdm do vé chan doan hinh anh trong
thoi gian diéu tri noi tru da phat hién dwoc
nhirng bat thworng vé giai phau cla hé than



tiét niéu va tuy, bao gédm: siéu am than - tiét
niéu: than phai kich thuwédc 80 x 42 mm, nhu
mo day 7 mm, tdng &m nhe, trong nhu mé
¢6 cac nang nhoé dwong kinh 3 - 5 mm, dai
bé than gian, duwdng kinh trwdc sau 16 mm,
niéu quan khéng gian, khéng co séi; than
trai kich thwéc 80 x 38 mm, nhu mé tang
am nhe, trong nhu mé cé cac nang nhd
dwong kinh 3 - 5 mm, dai bé than gian,
dwdng kinh trwéc - sau 10 mm, niéu quan
khéng cé séi, khong gian. Chup cat 16p vi
tinh 6 bung cé can quang I&p cat day 5 mm:
gan khéng to, nhu mdé déu trwéc va sau;
than tuy va duéi tuy khdng quan sat thay,
con mdt phan dau tuy bao quanh 6ng mat
chu kich thwéc 31 x 17 mm; than phai 13 x
4,3 x 3,2 cm; than trai 15 x 4,5 x 3,4 cm,
nhu mé kém phan biét tdy vé, co vai nbt
gidm am nhdé sau tiém thuéc can quang
nghi la nang, kich thwéc khodng 3 mm. Dai
bé than hai bén gian nhe, dwéong kinh truéc
sau phai 8,5 cm, trai 12,7 cm; niéu quan
khoéng co6 séi, khdng gian (hinh 2). Soi day
mat hai bén binh thuwdng.

Két qua phan tich trinh tw gen HNF-18
cho thdy: BN c6 mang mot dot bién sai
nghia di hgp t& cla gen HNF-18 (S148L).
Dot bién 1am thay dbi nucleotid C>T & vij tri
443 cla exon, dan dén thay thé axit amin
leucine cho serine & vi tri 148 trén phan to
protein (p.Ser148Leu) (hinh 3), dét bién nay
da dwoc bao céo trong y van thé gioi. Két
qua phan tich gen HNF-18 cho ca bd va me
d&u khong phat hién dot bién giébng BN.

Diéu tri va két qua: BN duoc diéu tri
bang liéu phap bu dich tinh mach 36 gio
dau sau nhap vién, tiém may insulin tac
dung ngan 0,1 don vi/kg/gi®, sau dé chuyén
sang tiém dwdi da lidu trung binh 0,25 don
vilkg/lan x 6 gi®/lan, sau 8 ngay vao vién,
tré dwoc diéu tri insulin tron (mixtard) vo&i
liéu trung binh 1,2 don vikg/24 gi® chia 2
lan (2/3 sang, 1/3 chiéu).

Bang 1: Dién bién 1am sang va xét nghiém trong thoi gian diéu tri noi tra.

LAM SANG XET NGHIEM
NGAY DIEU TR ¥ thire Mat | Glucose HCO3 | Ceton | Ure |Creatinin| Na K
nuwéc mau mau (mmoI/I) niéu (mmol) mau (mmol/l) |(mmol/l)
(mmol/l) (umolll)
1 |Insulin nhanh tinh
mach (0,1 Ul/kg/gi®v) Lomo | (+) 52-21 | 7,42 20 5 28,8 335 128 3,5
+ truyén dich mg/dl
2 Insulin nhanh .
Tinh - 15-24 - 22,1 163 137 3,5
(0.25 Ukgl6 givy | M | O ©)
3 -7 |Insulin nhanh (0,07 - . 247 - 134 - 35-
’ Tinh - 9-35 7,51 22 - 20-25 ’
0,15 Ullkg/gio>) inh | () ) 318 159 | 41
8-14 |Insulintron + nhanh | Tinh ) 10-35 18 239 134 3,9
14 -18 | Insulin tron .
(1 Ulkgingay) Tinh ) 9-11 20 247 132 3,6




Hinh 1: Ph& hé gia dinh BN: bd, me,
anh chi em ruét déu binh thuwong.

Hinh 2: Hinh anh CT & bung: khéng quan sat
thay than tuy va dudi tuy, dai bé than gian nhe.
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Hinh 3: Hinh anh giai trinh tw gen HNF-783 c6
dét bién tai exon 2 (c.443C>T hay p.Ser148Leu)
(A: chirng binh thuwéng; B: dot bién & BN)

BAN LUAN

Hepatocyte nuclear factor-1 beta (HNF-10)
la yéu t6 diéu hoa phién ma va cé vai trd
quan trong trong quéa trinh phat trién bao
thai cGa than, tuy, gan va éng Mullerian.
HNF-78 nam trén canh dai nhiém séc thé

17 (17921.3), bao gdbm 9 exon. Dot bién gen
HNF-18 dwoc mo ta diu tién & 2 BN ngudi
Nhat mac bénh tiéu dwérng lic 10 va 15 tudi
két hop véi than da nang [5]. Cac dot bién
khac nhau bao gébm sai nghia, vd nghia,
dich khung, vi tri cat, mat/lap mot exon va
mét doan nhé trong khung doc. ChenYi-zhi
va CS (2010) da tap hop 50 cong trinh xuét
ban t» n&m 1997 dén 2008 vé dot bién gen
HNF-18 trén 254 BN tir 160 gia dinh va
nhan thdy: méat doan toan bo locus cta gen
HNF-18 dwgc bao cao & 61 gia dinh (61/160;
38,1%) voi 70 BN (70/254 = 27,6%) va Ia
kiéu gen phd bién nhéat. Tdng sb 67 cac dot
bién khac nhau da dwoc phat hién & 99 pha
hé trén 184 bénh nhan. Dot bién sai nghia
rat c6 thé 1a dot bién hay gap nhéat véi ty &
41,8% (28/67) trong sb cac dot bién khac
nhau va chiém 48,5% (48/99) trong sb cac
gia dinh v&i 37,5% (69/184 BN). Biéu hién
lam sang cua than da nang va tiéu dwong
MODY & bét thwodng clu trac cha than
(89,6%) va tiéu duong (45,0%). 96,7% BN
(204/211) c6 bét thweng vé ciu trac than,
tiéu dwong hodc ca hai. Tan sb cac dang
tdn thwong khac nhau, nhw bat thuwong ciu
trac than (+)/tiéu dwong (+), bat thwerng cau
trac than (+)/tiéu dwdng (-), bat thwong cau
trac than (-)/tidu dwong (+) va bat thwong
cu trac than (-)/tiéu duong (-), twong &ng
37,9% (80/211), 51,7% (109/211), 7,1% (15/211)
va 3,3%. Bén canh dé con rat nhiéu biéu
hién 1am sang khac & ngu®i mang dét bién
gen HNF-1B8, bao gém: rdi loan chirc néng
tuy ngoai tiét (6,6%), bat thworng clu tric
tuy (10,4%), réi loan chic nang gan khéng
triéu chirng (15,2%), bat thwong céu tric
gan (4,3%), di tat co quan sinh duc (13,7%)
va cham phat trién trong t& cung (3,3%) [2].

BN Viét Nam dau tién dwoc mo ta trong
b&o c&o nay da khang dinh chan doan 1am
sang la tidu dwong MODY 5 va tén thwong
than bang két qua phan tich dot bién gen
HNF-18, dot bién trén exon 2 clia gen nay.
c.443C>T da tryng dwoc mo ta trén y van



thé gi¢i & 5 BN cla 4 gia dinh (chwa ké BN
clia chung téi). Diéu thua vi 1, hdu hét BN ¢
mang dét bién nay déu xudt hién tiéu
dwong & tudi nhd. Edghill va CS (2006)
phéat hién dot bién S148L cta gen HNF-18
& 1/27 BN tiéu dwdng so sinh da dwoc loai
trir cac nguyén nhan di truyén khac. BN nay
méc tiéu dwdng luc 17 ngay tudi va thuyén
gidm nhanh chéng, sau dé tai phat lai luc 8
tudi. BN c6 thiéu san tuy, suy tuy ngoai tiét
mirc dd nhe va can nang lic dé thap (1,83
kg ltc 40 tuan thai). Tac gia két luan d6 |a
dot bién HNF-18 hiém gap & tiéu dudng so
sinh va can nang luc dé thap ciing la triéu
chirng phd bién & BN c6 dot bién HNF-18,
phU hop véi gidm bai tiét insulin trong to
cung. Phat hién nay gitp khang dinh vai tro
chinh ctia HNF-18 & cac té bao mam da
nang cuUa tuy & ngwoi [4]. Mayer C va CS
(2008) md ta 1 BN nguoi Dirc cd dot bién
S148L clia gen HNF-18, cd can nang luc dé
thap (2.250 gram) [7].

KET LUAN
Ca bénh dau tién dwoc chan doan tai
Bénh vién Nhi TW méc tiéu dudng & nguoi
tré tudi typ 5 co biéu hién 1am sang da dang.
Can phan tich d6t bién gen HNF-18 (tham chi
khéng co tién sk gia dinh) déi véi BN tiéu
dwdng tré tudi, khdng co béo phi va co bénh
than kém theo, khi c6 kém theo thiéu san tuy.
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