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Bao cao ca bénh roi loan du trir glycogen
do dot bien di hop tir phire trén gen G6PC
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Tém tit:

Bénh du trir glycogen tuyp Ia (GSD Ia) 1a mét bénh di truyén lin trén nhiém sic thé thwong do cac dot bién gen
glucose-6-phosphatase (G6PC) gy nén. Cac triéu chirng ciia bénh bao gém: chiam phat trién, gan to, ha duong
huyét, axit lactic mau, ting lipid mau din dén tich tu qua nhiéu glycogen va chit béo trong gan. Nghién ciru nay
b4o cao mdt ca bénh nam giéi ngwdi Viét Nam 24 tudi, nhap vién véi cac biéu hién bénh phirc tap. Bénh nhan dugc
kiém tra 1am sang, cin 1am sang va du doan méc hdi chirng rdi loan chuyén héa. Kiém tra nhiém sic thé d6 cho thay
bénh nhan c6 lwong nhiém sic thé binh thwong. Giai trinh tw hé gen ma hoa (WES) da xac dinh bénh nhan mang dot
bién di hop tir phirc giy bénh trén gen G6PC gom c.T518C (p.Leul73Pro) va c.G648T (p.Leu216Leu). Do dé, bénh
nhan dwoc chin doan mic bénh dy trit glycogen tuyp Ia, ap dung phac do diéu tri tiéu chuin va tw van ché d9 dinh
dudng phu hop. Trong hai dot bién gen da phat hién, dot bién c.G648T (p.Leu216Leu) lan diu tién dwgc ghi nhan
trén nguoi Viét Nam. Nghién ctru nay di bo sung thong tin vao co so dir liéu di truyén cac bénh réi loan chuyén héa
& quan thé nguwdi Viét Nam, déng gop vao cong tac chin doan va diéu tri bénh chinh xic cho bénh nhén.

Tir khéa: bién thé giy bénh, du trir glycogen kiéu Ia, gen G6PC.
Chi s6 phén logi: 3.1, 3.2
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Abstract:

Glycogen storage disease type Ia (GSD Ia) is an autosomal recessive inherited disease resulting from glucose-6-
phosphatase catalytic (G6PC) gene mutations. Common symptoms of glycogen storage disease type Ia include growth
retardation, hepatomegaly, hypoglycemia, lactic acidemia, and hyperlipidemia, leading to excessive glycogen and fat
accumulation in the liver. The present study reported one case of a 24-year-old Vietnamese male hospitalised with
complicated manifestations. The patient was examined clinically, and subclinically and predicted to have metabolic
syndrome. The karyotype test revealed the usual number of chromosomes of the patient. Whole exome sequencing
(WES) analysis identified that the patient harboured compound heterozygous pathogenic variants in the G6PC gene
as ¢.TS18C (p.Leul73Pro) and ¢.G648T (p.Leu216Leu). Therefore, the patient was diagnosed with glycogen storage
disease type Ia and applied standard treatment and appropriate nutrition counselling. Among the detected gene
variants, the ¢.G648T (p.Leu216Leu) variant was first detected in Vietnamese patients. This study provided more
information to the genetic database of metabolic disorders in the Vietnamese population, effectively contributing to
further studies and the accurate diagnosis and treatment of patients.
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1. Dt van de

Bénh du trit glycogen 1a mot rdi loan chuyén hoa hiém
gip, giy ra boi cac dot bién gen dan dén thiéu hut enzyme
phan hity hodc tong hop glycogen véi ty 18 xuat hién udc
tinh khoang 1/20.000 dén 1/43.000 ca sinh [1]. Pac diém
ctia cac bénh du trit glycogen 1a bénh di truyén lin trén
nhiém sic thé thuong, ngoai trir tuyp VIII va IX di truyén
lan lién két nhiém sdc thé (NST) gi6i tinh X [2]. Bénh nay
duogc chia thanh 12 loai nho, ching cé cac biéu hién khac
nhau dua vao enzyme bi thiéu hut va cac co quan bi anh
huong, nhung nhin chung, hau hét chung déu anh huong
dén gan va than kinh co. Nhitng biéu hién thuong thy cua
bénh bao gdm ha duong huyét, gan to, truong luc co thap,
nhiém toan, cham lon & tré em va tang lipid mau [3]. Trong
s6 do, bénh tuyp I 1a phd bién nhét, biéu hién & 80% cac
ca bénh [4]. Ngoai nhimng biéu hién chung trén, ngudi mic
bénh c6 xu hudng bi ha duong huyet, dau vung thuong vi
va chay mau miii do suy giam chtrc ning tiéu cau [5]. Gan
c6 thé phinh to khi méi sinh hodc sau nay. Hon nita, khi tré
16n hon ¢6 thé bi anh hudng béi u vang phat ban, thiéu mau,
bénh than man tinh do tang axit uric mau va soi than. Tam
voc thip bé va coi xuong 1 nhitng biéu hién dién hinh [6].
Céc 16i loan chuyén hoa nay xuat hién do co thé thiéu hut
enzyme don vi xuc tac glucose 6-phosphatase (G6Pase) va
1a hau qua cua dot bién gay bénh trong gen G6PC. G6PC
la mot gen don ban, ¢o6 kich thudc khoang 12,5 kb, nam tai
vi tri 1721 trén nhiém sic thé s6 17, véi 5 exon. Hau hét
cac dot bién gay bénh da biét cua gen G6PC 1a dot bién sai
nghia dan dén thay thé axit amin. Theo co s¢ dit liéu dot
bién gen nguoi (HGMD) nam 2020, c6 it nhat 120 dot bién
gen G6PC da dugc tim thay trong s6 550 bénh nhan mic
bénh GSD tuyp Ia. Cac phwong phap phat hién nguyén nhan
di truyén gy bénh du trit glycogen bao gém gidi trinh tu
gen truc tiép hodc giai trinh ty gen thé hé méi cho bo gen,
cho hé gen ma hoa [7, §8].

2. Déi tuong va phuong phap nghién ciiu
2.1. Poi twong

Nam thanh nién 24 tudi, kham va diéu tri tai Bénh vién
Pai hoc Y Ha Noi. Céc kiém tra 1am sang duoc chi dinh boi
cac bac sy va nhan vién y té chuyén khoa ndi tiét. Vi biéu
hién bénh phurc tap, kho xac dinh chinh xac nguyén nhan va
¢6 goi y chin doan huéng t6i bénh du trit glycogen. Bénh
nhén va ngudi me da duoc giai thich tinh trang bénh va tiép
nhan tu van di truyén trude khi dong ¥ tham gia nghién ciru
va kiém tra di truyén.

2.2. Phwong phap nghién ciru
2.2.1. Téch chiét ADN hé gen

Mau mau ngoai vi (2 ml) cua bénh nhan dugc thu giit
vao ong chua chat chong dong EDTA.K3 va gilr ¢ -20°C
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dén khi st dung. ADN b gen dugc tach chiét tir mau mau
bang cach st dung kit Exgene™ Blood SV mini 250p cua
Hang Geneall (Han Quoc) theo huéng dan ciia nha san xuat.

2.2.2. Giai trinh tw hé gen ma hoa (WES) va phan tich

Giai trinh ty hé gen ma hoa dugc thyc hién trén hé théng
[llumina theo hudng dan cua nha san xuit. Dt liéu tao ra
dugc danh gia chat luong, so sanh va xir 1y trinh tu bai
cac cong cu FastQC, BWA 0.7.10 [9], Picard tools (http://
broadinstitute.gith-ub.io/picard/) dya trén trinh tu hé gen
ngudi tham chiéu ma s6 GRChr37/hg19. Chu giai bién thé
gen duoc thuc hién biang Genome Analysis Toolkit v4.1
[10]. Cac bién thé nham nghia dugc du doan chirc ning
bang cac cong cu SIFT [11] va MutationTaster [12].

Céc bién thé thugc nhom 30 gen (AGL, ALDOA, ALDOB,
AMPDI, CPT2, ENO3, EPM2A4, FBPI, G6PC, GAA,
GBEI, GYGI, GYSI, GYS2, LAMP2, LDHA, NHLRCI,
PFKM, PGAM?2, PGKI, PGMI1, PHKAIl, PHKA2, PHKB,
PHKG2, PRKAG2, PYGL, PYGM, SLC2A2, SLC37A44) lién
quan dén rdi loan du trir glycogen dugc sang loc dau tién.
Trong trudng hop khong xac dinh duoc bién thé gay bénh &
nhom gen trén, cac phén tich sang loc gen lién quan dén cac
bénh ly khac sé tiép tuc duoc tién hanh.

Céc bién thé da bao cdo la lanh tinh, khong gy bénh
trong co s¢ dit liéu ClinVar dugc loai khdi danh sach sang
loc. Céc bién thé con lai dugce coi 1a ¢6 kha nang gay bénh
duogc sang loc 1an lugt theo cac tiéu chi sau: (i) cac bién
thé thudc cac gen lién quan toi bénh dy trir glycogen; (ii)
cac bién thé di bao cao 1a giy bénh/cé kha ning giy bénh
(pathogenic/likely pathogenic) trong co s¢ dit liéu ClinVar;
(iii) cac bién thé c6 chi s6 MAF (Minor Allele Frequency)
<0,1% (iiii) wu tién danh gia cac bién thé dugc dy doan “gay
hai - Damaging” hodc “gdy bénh -Disease causing”. Bién
thé duoc coi la gay bénh néu phu hop tiéu chuan quy dinh
ctia Hiép hoi Bénh hoc phén tir va Di truyén y hoc Hoa Ky
(ACMG) va md hinh di truyén gay bénh da biét.

2.2.3. Giai trinh tw Sanger

Giai trinh ty Sanger st dung b sinh pham ABI PRISM®
BigDye™ Terminator v3.1 Cycle Sequencing (Thermo
Scientific, Hoa Ky) trén hé thong 3500 Genetic Analyzer
(Thermo Scientific, Hoa Ky) duoc sir dung dé kiém tra, xac
nhan bién thé gay bénh trén miu bénh nhan va thanh vién
gia dinh cua ho. Poan DNA chtra exon 4 va 5 cia gen G6PC
duoc khuéch dai sir dung cap mdi & bang 1. Piéu kién PCR
nhu sau: 95°C/5 pht; (95°C/30 giay; 64°C/30 gidy; 72°C/30
gidy) x 35 chu ky va 72°C/8 phit. San pham PCR duoc giai
trinh ty truc tiép va phan tich boi phin mém BioEdit. Trinh
tu gen G6PC tham chiéu ctia ngudi c6 ma s6 NM_000151
trong ngan hang gen.
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Bang 1. Cac cép moi dworc thiét ké cho giai trinh tw Sanger.

Tén moi Kich thwéc san phdm PCR (bp)
GG6PC_EAF
G6PC_E4R
G6PC_ESF

G6PC_ESR

Trinh ty §°...3’

CCAACAGGCATCTTTGGACT
CTGGAATGCTGGGATTTTGT
ACTCCTCCAAACCCACCTCT
GAGCCACTTGCTGAGTTTCC

359

388

3. Két qua
3.1. Biéu hién lam sang ciia bénh nhéin

Bénh nhan nam, 24 tudi 1a con thir 3 trong gia dinh khong c6
tién st bénh rdi loan chuyén hoa, 2 anh trai cia bénh nhan phat
trién binh thuong. Sau khi sinh, bénh nhan cham ting can va phat
trién thé chét. Tl nim 2 tudi, bénh nhan thuong xuyén co cac dot
chay mau miii, vang da, bung chudng, dau bung, di khdm va diéu
tri tai nhiéu bénh vién, trong do c6 Bénh vién Nhi Trung wong va
duoc chin doan xo gan bim sinh. Bénh nhan khong kham va theo
doi dinh ky tai bénh vién, trong qua trinh phat trién luén & tinh
trang thap coi, suy dinh dudng, ¢6 nhiéu lan phai vao vién vi dau
bung khong rd nguyén nhan, thiéu mau ning phai truyén mau.

Hinh 1. Hinh anh bénh nhan khi vao vién.

Bénh nhan vao kham tai Bénh vién Pai hoc Y Ha Noi thang 3
nam 2021 trong tinh trang dau bung, chudng bung, budn ndn, nén
nhiéu va di ngoai phan den. Tham kham 1im sang thdy céc dau
hiéu va triéu ching sau: thé trang suy kiét (BMI 14,7 kg/m?), teo
céc co chi trén, chi dudi, co thai duong, co trén don, dudi don, co
lién suon muc do nang, da niém mac nhot nhiéu, bung chudng,
4n dau thuong vi, gan to qué rbn, lach va cac hach ngoai vi khong
to (hinh 1). Cac thim kham can lam sang cho két qua nhu sau:
thiéu mau mutc do ning (s6 luong hong cau: 2,14 T/1, Hb: 71 G/,
héng cau t0), tiéu cau: 515 G/1, bach cau: 7,8 GIl, triglyceride:
87 mmol/l, cholesterol: 36 mmol/l, CRPhs: 0,47 mg/dl, ALT/AST:
1989/328 U/1, GGT: 3860 U/, prothrombin: 104%, bilirubin toan
phan: 69,5 umol/l, men tuy trong gidi han binh thudng (bang 2).
Siéu 4m 6 bung ¢6 hinh anh gan to (doc gan 136 cm), lich khong
to, gidn céc quai rudt, ndi soi da day ta trang cho thay loét hanh
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té trang va khong thay hinh anh xuat huyét. Chan doan so bo cho
thdy cac dau hiéu ctia r6i loan lipid mau ning, viém gan, thiéu mau
ning. Bénh nhan dugc dé nghi theo doi xuat huyét tiéu hoa do loét
hanh t4 trang va tién hanh didu tri bang truyén khoi hong cau, PPIs
truyén tinh mach lién tuc theo duing phac dd trong 72 gios dé didu tri
xudt huyét tiéu hoa, Insulin Actrapid truyén tinh mach lién tuc va
theo ddi duong méau 3 gio/lan két hop truyén duong khi ha duong
huyét dé giam triglyceride mau.

Bang 2. Dac diém can lam sang cta bénh nhan.

Chi s6 Kétqua  Chisb Két qua
S6 lugng hong cau (4-59 T~ 2,14 ALT (<40 U/ 1.989
Hb (125-175 g/l) 71 AST (<41 UN) 308
MCV (80-100 1) 105,2 GGT (8-61 U/) 3.860
MCH (315-363 g/l) 314 Bilirubin toan phan (<15 pmol/l) 69,5

S6 lwgng TC (150-430 G/l) 515 Cholesterol (<5,2 mmol/l) 36

$6 lugng BC (4-10 G/l) 78 Triglycerid (<1,7 mmol/l) 87
Prothrombin (70-140%) 104 HAV - IgM Am tinh
FT4(9,01-19,05 pmol/l) 10,92 HBsAg Am tinh
TSH (0,27-4,2 uIU/ml) 0,696 Anti HCV Am tinh
Cortisol (133-537 nmol/1) 489 HEV - IgM Am tinh
Calci ion hoa (1,11-1,35 mmol/l) 1,12 CMV - IgM Am tinh
Vitamin D (>30 ng/ml) 3 EBV - IgM Am tinh
Protein (64-83 g/l) 64,8 HSV - 1gM Am tinh
Albumin (35-52 g/l) 30,8 Ceruloplasmin (15-30 mg/dI) 36
Pre-albumin (20-40 mg/dl) 12 Ferritin (30-400 ng/ml) 496
Phospho (0,81-1,45 mmol/1) 09 Test Coom truc tiép/gién tiép Am tinh
Ure (2,76-8,07 mmol/l) 28 Vitamin B12 (138-652 pmol/l) 411
Creatinin (62-106 pmol/l) 30 Acid Folic (7-46,4 nmol/l) 9,1
Huyét tiy do Tuy ting sinh phan tmg, khong thiy t& bao bt thuong

Siéu 4m 6 bung Gan to, doc gan 163 mm. Lach khong to. Soi than phai 4 mm

Noi soi da day - Ta trang Loét hanh té trang, khong théy hinh anh xuat huyét

MCH: lwgng huyét sac t6 trung binh c6 trong mét té bao hdng cu, MCV:
thé tich cac t& bao mau, TC: tiéu ciu, HC: hdng cu, BC: bach cau,
FT4: lwgng thyroxine lwu hanh trong mau, TSH: hormone kich thich
tuyén gidp, ALT: phat hién cac tén thuwong gan dwoc gay nén béi bénh
ly, thuéc, hodc chan thwong, AST: xac dinh ndng d6 men aspartate
transaminase trong mau, GGT: Gamma Glutamyl Transferase, danh
gia nhitng tén thwong & gan va mat, HAV-IgM: khang thé IgG khang
virus viém gan A, HBsAg: khang nguyén bé mat cla virus viém gan B,
anti-HCV: sang loc virus viém gan C, HEV-IgM: khang thé IgG khang
virus viém gan E, CMV-IgM: khang thé khang virus cytomegalo, EBV-
IgM: khang thé khang virus Epstein-Barr, HSV-IgM: khang thé khang
virus Herpes.

Sau khi bénh nhan tam 6n dinh, hét dau bung, an lai dugc, bénh
nhan dugc thuc hién cac tham do can lam sang khac dé tim thém
nguyén nhan gay bénh. Xét nghiém tim nguyén nhéan viém gan cho
két qud: viém gan virus am tinh (bao gém viém gan A, B, C, E),
virus cytomegalo (CMV), virus Epstein-Barr (EBV), virus Herpes
Simplex (HSV) am tinh, ceruloplasmin binh thuong, ferritin 496



ng/ml. Két qua huyet tity d6 cho thay, hinh anh tiy tang sinh phan
g, khong thay té bao bat thudng, test Coom truc tiép, gian tiép
déu 4m tinh. Céc nguyén nhan gy ting md méau thir phat nhu
suy giap, hoi chimg Cushing, hoi chimg than hw déu duoc loai
trir. Danh gia vé dinh dudng cho cac két qua: protein, albumin,
pre-albumin déu giam, phospho, calci trong giéi han binh thuong
nhung thiéu vitamin D trim trong (xét nghiém vitamin D 1a 3 ng/
ml). Trong qua trinh theo ddi, bénh nhan dugc phat hién co tinh
trang ting dudng mau sau dn nhiéu va c6 lic ha duong huyét vao
budi séng.

Cac két qua can 14m sang ¢ trén chua gitp xac dinh dugc
nguyén nhan gy bénh mot cach rd rang. Mot sb dac diém nhu
tinh trang suy dinh dudng ning, gan to nhiéu, ting men gan ma
chu yéu la thanh phén GGT, 16i loan lipid méu tram trong, ting
duong mau sau an va ha duong huyét luc doi goi ¥ bénh dy trix
glycogen. Vi vay, bénh nhan va gia dinh d4 duogc tr van kiém
tra di truyen nhiém sic thé do (Karyotype) va cdc gen lién quan
dén céc r6i loan trao ddi chét dé c6 chan doan cudi clng.

3.2. Phén tich bién thé di truyén gdy bénh

Két qua kiém tra nhiém sic thé do cho thdy, bénh nhéan
mang s6 lugng nhiém sic thé binh thuong, gidi tinh nam (46,
XY). Sau khi xac dinh bénh nhan khong c¢6 bat thuong s6 luong
nhiém sic thé, mau ADN ciia bénh nhan di dugc sir dung cho
giai trinh ty WES. Két qua giai trinh ty va phan tich dot bién gy
bénh cho théiy, bénh nhan mang hai dot bién di hop tir ¢. TS18C
(p-Leul73Pro) va c.G648T (p.Leu216Leu) nam tuong Ung trén
exon 4 va 5 cta gen G6PC (bang 3). Cac dot bién trén gen G6PC
da duogc biét 1a lién quan téi hoi chimg du trit glycogen tuyp Ia.
Dot bién thir nhit G6PC ¢.T518C lam thay dbi axit amin leucine
tai vi tri 173 clia phan tir protein thanh proline, thudc loai dot
bién nhim nghia (missense mutation). Dot bién thr hai ¢.G648T
khong 1am thay doi axit amin leucine tai vi tri 216 ciia phan tir
protein, thudc loai dot bién cAm (silent mutation). Ca 2 dot bién
m6i trén déu duoc cong nhan 1a dot bién gay bénh trong co so dir
liéu ClinVar. Hai dot bién nay da dugc xac nhan bang giai trinh
ty truc tlep Sanger. Mau ngudi me cung cap ciing dugc kiém tra
sau do, két qua cho thay, nguoi me mang 1 dot bién di hop tir
¢.G648T (p.Leu216Leu). Do nguoi cha bénh nhan da qua doi
nén khong thé duoc kiém tra di truyén (hinh 2).

Bang 3. Két qua sang loc bién thé gen tir dir liéu WES ctia bénh nhan.

Gen  Vitri  Biénthé WG opyy  TE (ypyy,  Kitud
’ database thai truyén
EPM24  TIntronic . . het . Lan
EPM24  Intronic 0.0115815  rs117584433  het . Lan
G6PC  Exonic  ¢.T518C (p.L173P) 18775826449 het  Gaybénh  Lan
GPC  Exonic  cGOAST (pL216L) 1590356484 het  Gaybénh  Lin
GAA  Exonc cG478A(pLS26L) 0.00319489 15201183207 het gii‘}’l““ Lin
PFKM  Intronic 15779692572 het . Lan

SNP: da hinh don nucleotide don.
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Hinh 2. Két qua giai trinh tw gen bang Sanger. Mi tén chi vj tri dot
bién gen dang di hop tor.
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Bénh nhan

4. Ban luan

GSD Ia 1a mét réi loan di truyen lan nhidm sic thé thuong
v6i céc triéu chimg va dau hiéu biéu hién thay doi theo do tudi
ctia bénh nhan. Trong nghién ciru nay, bénh nhan véi nhimg rdi
loan chuyén hoa phtre tap da duoc chan doan chinh xac bénh
dya trén dic diém 1am sang két hop véi xét nghiém di truyen
Do dic diém cua bénh hiém gip va kho khin cia viée tiép can
xét nghiém di truyén true ¢ Viét Nam nén bénh nhan da khong
dwoc chan doan mic GSD tir sém mic du c6 nhitng biéu hién
nhu cham 16, thiéu mau, vang da, chay mau mii tir nim 2 tudi.
Nhiing triéu chiing nay tiép tuc dién tién va ton tai dén hién tai,
khi bénh nhan da 24 tudi. Trong lan nhdp vién ndy, bénh nhan
o mot vai dau hiéu lam sang goi ¥ dén bénh rd rang hon nhu
gan to, r6i loan lipid mau tram trong va viém gan. Kiém tra di
truyen ctia bénh nhan cho thay sy hién dién cua dot bién di hop
tu phtic trén gen G6PC.

Protein G6PC la mot glycoproteln gom 357 axit amin, gan
v&1 mang ndi chat boi 9 vong xodn xuyén mang, trung tam hoat
dong enzyme nam quay vao trong xoang ndi chét. Cac dot bién
G6PC c6 thé nam tai cac vi tri vong xoan, khong xoan hodc
& trung tdm hoat dong theo cac phén tich dw doan cdu hinh
protein [13].

Trong nghién ctru nay, dot bién thir nhit G6PC ¢.T518C
lam thay di leucine thanh proline, dugc dy doan anh huong
dén ving khong xodn, 1a ving gdy it anh huorng dén chirc - nang
cta enzyme G6Pase hon so vdi ving xodn trong mang té bao.
Do d6, dot bién  nay gdy ra GSD la thé nhe trén 14m sang. Trén
thé giGi, mot sd bao cao trudc d6 ciing di ghi nhan kha nang
gay bénh cua dot blen ndy. Theo mgt béo céo tir Trung Quéc, 1
bé gdi 3 thang tu6i ¢ biéu hién gan to, ha duong huyét nghiém
trong, nhiém toan, tang triglycerid mau va r6i loan chirc nang
gan. Dua vao cac biéu hién 1am sang va xét nghiém sinh hoa
goi y dén chimg bénh GSD, bénh nhan di dugc kiém tra di
tmyen va xdc dinh c6 mang dot bién c. T518C (p.L173P) dang
dong hop tir [13]. O trong nudc gan day cung da bao cdo
mot trudng hop GSD tuyp Ia do dot bién ddng hop tir G6PC
¢.T518C (p.L173P) & mot bé trai 6 thang tudi. Bénh nhén ciing
c6 biéu hién ha dwong huyét ning, vang da, gan to va rdi loan
chtrc ning té bao gan [14]. Nhur vdy, giong nhu hai bénh nhan
m ta & trén, bénh nhan trong nghién ctru nay ciing ¢6 kiéu hinh

a1



mmsssmsmm Khoa hoc Y - Dugc | Y hoc co sé; Y hoc lam sang

goi y bénh nhu tang triglyceride mau trim trong, gan to nhiéu,
tang men gan, ha duong huyét xa bira an, ting duong mdu sau
an va xét nghiém di truyén cho két qua tuong tu.

Dot bién th hai ¢.G648T (p.Leu216Leu) di xut hién phd
bién hon trong cac bdo co giy bénh lién quan dén gen G6PC.
Ty 1€ dot bién ¢.G648T 1a 86,2% trong nhém bénh nhan Han
Qudc va 86,4% trong nhom bénh nhan Nhat Ban mic GSD
tuyp la [15, 16]. Mot bao cao khac nam 2022 da mo ta mot
bénh nhan tré tudi co biéu hién cham phit trién thé chét va cac
triéu chimg vé& chuyén hoa GSD. Xét nghiém di truyén cho
thdy, bénh nhan mang dot bién di hop tir phirc ciia G6PC bao
g0m ¢.G248A (p.R83H) va ¢.G648T (p.L216L) da giup khang
dinh chan doan GSD tuyp Ia [5]. Ap dung liéu phap diéu tri
bang hormone tang truong két hop ché d¢ dinh dudng phu hop
da gitp bénh nhan cai thién dang ké chiéu cao ciing nhu cac
triéu ching 14m sang. Mic du dot bién ¢.G648T khong 1am
thay dbi trinh ty axit amin dwoc ma hoa cua protein G6PC,
nhung né 1am thay doi qua trinh ndi va c6 kha ning pha v& dau
carboxyl clia protein nay dan dén mat chuc nang binh thuong
cta protein G6PC [17, 18]. Day 1a cong bd ddu tién vé sy xuat
hién cua dot bién G6PC ¢.G648T (p.Leu2l6Leu) gdy bénh
GSD tuyp Ia ¢ Viét Nam, bd sung vao danh sach bién thé gay
bénh clia G6PC & quan thé nguoi Viét Nam.

Véi bénh nhan cua chung toi, sau 10 ngay didu tri, xét
nghiém men gan va lipid mau cai thién. Bénh nhan dugc cho
ra vién va tiép tuc diéu tri giam md mau bé“mg Fibrat, bd sung
calci va vitamin D. Khi ¢6 chan doan x4c dinh bénh nho xét
nghiém di truyén, bénh nhéan da duge tu van véi bac sy chuyén
khoa dinh dudng vé ché d¢ in nhiéu bira voi 3 bita chinh va 3
bita phy nham lam giam nguy co ha dudng huyét, 50% ning
lugng tir khau phan an 1a tinh bot, 20% tir protein va 30% tir
lipid. Bénh nhéan dugc tu van tai kham thuong xuyén dé diéu
chinh ché do an cling nhu theo ddi tinh trang r6i loan lipid méu
va rbi loan chtic nang gan.

5. Két luan

Nghién ctru nay di phat hién nguyén nhan di truyén gy
bénh duy trlt glycogen cho mot bénh nhan co biéu hién kiéu hinh
phirc tap, chwa duoc chan doan chinh xac trude day. Trén co so
chén doan phan tir, bénh nhan dugc tiép nhén liéu phap dicu tri
va tu van dinh dudng phu hop va cho thiy kha nang cai thién
strc khoe tot. Diéu nay cho thiy tim quan trong va hiéu qua ciia
viée p dung chan doan di truyén ddi vi cac ca bénh phic tap,
khé chén doan.
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