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KIEU GEN VA KIEU HINH CUA
TANG TRIGLYCERIDE MAU TIEN PHAT O TRE EM

TOM TAT

Tang tnglycende mau tién phat la bénh ly di
truyen hlem gap, chu yeu do bat terdng lién quan
dén quéd trinh chuyén hod chylomicron dan dén tang
tr|g|ycer|de Cac gen da dugc xac dinh khi cé dot bién
gay tang trlglycerlde la LPL APOC2 APOA5, LMF1,
GPIHBP1 va APOE. Muc tleu mod ta dac dlem Iam
sang, hda sinh, bién chu’ng va kiéu gen cla cac bénh
nhi tang tr|glycer|de mau tlen phat. P6i tugng: 6
bénh nhi tang trlglycende cO dot bién cac gen lién
quan. Phuong phap nghlen ciru: nghlen cfu mot
loat ca benh Ket qua: tudi chan doan sém nhét I3
1,4 thang va mudn nhét 1a 12 tudi; cé 5 bénh nhan n{r
va 1 bénh nhan nam; 1 bénh nhan c6 u hat vang, 3
bénh nhan co6 bién chL'rng viém tuy cdp, 3 bénh nhan
€O lach to, 1 bénh nhan c6 gan to, 2 bénh nhan co
dau bung tai dién. Nong do trlglycerlde huyét thanh
trung binh khi dugc chan doan [a 16,86+3,77 mmol/l,
nong do cholesterol toan phan trung binh trong huyét
thanh la 3,77 £ 0,74 mmol/I; 4 bénh nhan c6 dot bién
trén gen GPIHBP1; 1 bénh nhan cé dot bién trén gen
LPLva 1 bénh nhan c6 dét bién trén gen APOE. Ca 6
bénh nhan déu dap ng vdi che' dd an giam md mau.
Két luan: tang triglyceride mau tién phat c6 bién
chu’ng nguy hiém viém tuy cap, bénh can dugc chan
doan sdm de diéu tri dv phong Phan tich dot bién
gen glup chan dodn sdm va tu van di truyen phong benh

Tur khoa. tang triglyceride mau tién phat, cac gen
GPIHBP1, LPL va APOE

SUMMARY
GENOTYPE AND PHENOTYPE OF PRIMARY

HYPERTRIGLYCERIDEMIA IN CHILDREN

Primary hypertriglyceridemia is a rare, autosomal
recessive disorder characterized by the accumulation
of large triglyceride-rich lipopoteins in the circulation
(chylomicronemia), which leads to increase serum
triglyceride. The genes have been identified as causes
of hypertrilyceridemia are LPL, APOC2, APOA5, LMF1,
GPIHBP1, and APOE genes. Obiectives: to describle
clinical characteristics and genotype of children with
primary hypertriglyceridemia who were identified
mutations in related genes. Subjects and method:
a case series study including clinical and biochemistry
data of 6 patients. Mutation analysis using next
generation sequencing (familial dyslipidemia panel
including 31 genes). Results: The age at presentation
was from 1.4 months old to 12 vears old. There were
5 girls and 1 boy. Xanthomas was only seen in 1
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patient. Acute pancreatitis was reported in 3 patients.
Splenomeaaly was recoanized in 3 patients.
Hepatomeaqaly was reported in 1 patient. Recurrent
abdominal pain was presented in 2 cases. The
average serum triglyceride level was 16.86 = 3.77
mmol/l, average of serum total cholesterol level was
3.77 £ 0.74 mmo/l. Mutations in GPIHBP1 gene was
identified in 4 cases, mutation in LPL gene was
identified in 1 case, mutation in APOE was revealed in
1 patient. All patients responded to low fat diet.
Conclusions: Primary hypertriglyceridemia has a
dangerous complication of acute pancreatitis. The
disease should be diagnosed early for preventive
treatment. Genome sequencing analysis need to
perform for early treatment and genetic counseling.

Keywords: primary hypertriglyceridemia,
GPIHBP1, LPL and APOE gene
I. DAT VAN DE

Tang triglyceride mau tién phat la nhom bénh
hiém gép, thudng 13 di truy@n 1&n nhiém sic thé
thuong, dac trung bdi tang lipoprotein giau
triglyceride trong hé théng tuan hoan. Bénh cé
thé bi€u hién vai cac triéu chirng 1dm sang nhu' u
hat vang, chdm phéat trién thé chat va viém tuy
tdi phat. Cac gen lién quan thudng gap nhat la
doét bién gen LPL ma hoa lipoprotein lipase (LPL),
enzym nay xuc tac cho qua trinh thuy phan
triglyceride 8 cac mo khong phai la gan. Ty |é
gap dong hgp tr dot bién gen LPL la 1/1000000
va chiém 95% trong s6 cac nguyén nhan gay
tang triglyceride do di truyén don gen [1]. Cac
gen khac khi dot bién gay tang triglyceride la
ApoC2, gen nay ma hod cho yéu t6 dong van
cla LPL; gen GPIHBP1 ma hoa cho protein lién
k&t vGi LPL & trong khodng k& va van chuyén
chiing vao bé mat bén trong clia cac té bao noi
mo [2]; dot bién gen LMF1, ma hoa cho protein
can thiét sau phién ma cta LPL [3]; dot bi€n gen
ApoA5, ma hoa cho chét cé vai trd 6n dinh LPL;
hay dét bién gen ApoE, md hoa cho protein cau
tric cua chylomycron VLDL, HDL, déng vai tro
phéi tir thu thé cla cac enzym [4]. Tang
trlglycerld & tré em dé& bi bd qua, chan doan
mudn va cd thé gy nén cac bién chiing cip
nguy hiém nhu viém tuy va hdu qua tim mach.
Han nifa, bénh cd tinh chat di truyén nén nhiéu
thanh vién trong gia dinh c6 th& mac bénh hodc
mang gen bénh, viéc phat hién dot bién cac gen
6 lién quan sé gilp chan doan xac dinh, sang
loc phat hién s6m cac bénh nhan chua cd biéu
hién lIam sang va tu van di truyén phong bénh.
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Xuat phat tir ly do trén, nghién clru dugc tién
hanh véi muc tiéu: MG t3 kiéu hinh 13m sang,
hda sinh, bién ching va kiéu gen cua cdc bénh
nhi tang triglycerid.
Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
DGi tugng nghién cru bao gébm 6 bénh nhan
tlr 6 gia dinh riéng ré dugc chan doan va diéu tri
tang triglyceride tai khoa Noi tiét — Chuyén hoa —
Di truyén, bénh vién Nhi Trung Udng tir 1/2019
— 12/2020. Cac bénh nhan nay déu phat hién

Ill. KET QUA NGHIEN cU'U
3.1 Dic diém lam sang va bién chirng

dudgc cac dot bién cua cac gen cd lién quan.
Nghién clru mot loat ca bénh bao gébm mo ta
d3c diém 1dm sang, hda sinh, bién chlng va kiéu
gen. Phan tich dot bién cac gen gay tang lipid
mau tién phat: DNA dugc chiét tach tir bach cau
mau ngoai vi, sir dung phudng phap gidi trinh tu
gen thé hé méi dé xac dinh dot bién gy bénh.
Nhoém gen gay tang lipid mau tién phat dugc
khao sat bao gom 31 gene dugc phan tich va déi

chiéu véi dir liéu tir ngan hang gen.

Bang 3.1. Pdc diém Idm sang cua cdc bénh nhdn nghién ciu

TR

Hinh 3.1. Ong mau cua bénh nhan
tang Triglyceride

Ca [Tudichan| ... |[Triéu chirng ~ - | Uhat . Viém
bénh | doan Gigi dén khém BMI Huyét ap vang Gan to |Lach to tuy cap
1 |9,8thang | NI XLéi;cd?udy;et 15 - Co Khong | Khong | Khong
2 |6,5thang | NI NOn 15,4 - Khong | Khong | Khong Co
3 12tubi | Nam | Paubung [ 17,2 | 100/60 | Khéng Cé Cé
4 7 thang NG Non 13,9 | 88/55 Khong | Khong | Khong Co
5 1,4thang | NI* |Chudng bung | 18,6 - Khong | Khong Co Khong
6 10,7 tubi | NI Pau bung 14,2 | 90/55 Khong | Khong Co Khong

Ghi cha: (-) khong co dir liéu

TG 11,46 mmo/|
¢.45_48dup
€.296-1G>A

AR

Hinh 3.2. Pha hé ca bénh 2

Bang 3.2. Pdc diém bién chirng viém tuy cap J 3 ca bénh
Ca Tubi khéi phat S I5n Nong do6 triglyceride No6ng do Lipase/P-
bénh bi€n chirng (mmol/l) amylase (U/1)
Lan1 - Lan1 -
2 7 tudi 3 Lan 2: 8,29 Lan 2: 415,4/261,31
Lan 3*: 12,79 Lan 3: 646/308,6
3 6,5 thang 1 **17,28 143,44/17,24
. Lan 1- Lan 1-
4 6 thang 2 Lan 2- Lan 2 -

Ghi chu: (-) khong cé dif lieu bao cao; * Khong cd dif liéu triglyceride trudc diéu tri viém tuy, xét

nghiém thuc hién sau diéu tri 3 ngay;

**Ngay dau huyét tuong duc khong dinh lugng dugc

triglyceride, xét nghiém thyc hién sau 3 ngay diéu tri viém tuy cap.
3.2 Bac diém hoa sinh va cac dot bi€n cia cac gen lién quan
Bang 3.3. Pac diém sinh hod cua cac bénh nhan nghién cuu

Nong do Nong do No6ng do LDL- Nong do HDL-
Ca bénh triglyceride cholesterol toan cholesterol cholesterol
(mmol/l) phan (mmol/I) (mmo/I) (mmol/Il)
1 11,46 3,89 1,82 0,32
2 21,84 4,46 1,03 0,73
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3 14,41 5,31 - 0,35

4 16,73 5,47 2,16 0,39

5 20,2 3,7 1,6 0,1

6 16,53 4,96 - -
Trung binh 16,86+3,77 4,63+ 0,73 1,65+ 0,47 0,37+ 0,22

Ghi chu: (-) khong co so liéu
Bang 3.4. Cac dot bién cua cac gen co lién quan o cac bénh nhdn nghién cuu

Ca bénh Kiéu gen (cDNA) Kiéu gen (protein dot bién) | Di truyén
1 GPIHBP1 | c.45_48dup/c.296-1G>A p.P17AFsX22)/p.(?) ER
2 GPIHBP1 c.45_48dup/c.45_48dup p.P17AfsX22)/p.P17AfsX22 1an
3 GPIHBP1 | c.45 48dup/c.45 48dup | p.P17AfsX22)/ p.P17AfsX22 B
4 GPIHBP1 | c.45 48dup/c.45 48dup | p.P17AfsX22)/ p.P17AfsX22 B
5 LPL c.355del/ ¢.898G>C p.E119SfsX53/ p.G300R 1an
6 ApoE c.388T>C p.C130R troi

3.3 Két qua diéu tri: Bénh nhan dugc diéu
tri bdng ché dd &n giam md, dung dau MCT dé
ché bién moén an cho tré 16n, sira cong thic cd
chifa MCT cho tré nhd; dung Omega 3 liéu 1,2g/
ngay; khong cé bénh nhan dung thuéc ha md
mau. Két qua diéu tri dugc trinh bay ta bang 3.5.

Bang 3.5. Két qua diéu tri
Nong do

Thai gian

bga trli\:l,cgefi% e chc‘)leste‘fol dlﬂl*
énh (mmol/1) toan phan tri*
(mmol/l) | (thang)
1 3,08 4,01 4
2 3,56 2,78 1,3
3 7,03 2,52 8
4 8,65 4,67 9,6
5 6,8 2,6 15
6 4,13 3,27 1

Ghi cha: *** thgi gian bénh nhan dat dugc
nong do Triglyceride thap nhat.

IV. BAN LUAN

T&t ca cac bénh nhan nghién clfu déu cé BMI
< 85 bach phéan vi so vdi tudi va gidi. Nhu vy,
cac tré nay déu khong cd qua can va béo phi va
dit liéu nay gilp budc dau cé thé loai trir dudgc
mot trong cac nguyén nhan th& phat gay tang
triglycerid mau. Cac triéu chirng lam sang nghéo
nan, trong 6 ca bénh chi c6 duy nhat 1 bénh
nhan cé u hat vang, cac bénh nhan khac khong
c6 triéu chiing dac trung, tham chi ca bénh s6 3
chi dugc chan doan sau ba [an cé bién chiing
viém tuy cap. 3 bénh nhan cd bién ching nhung
chua ghi nhan thdy dugc mdi tuong quan giifa
nong do triglyceride mau v@i nguy cc xay ra bién
chirng viém tuy. Lién quan dén dir liéu kiéu gen
clia bénh, mdc du doét bién trén gen LPL 1a phd
bién nhat da dugc ghi nhan & cac nghién cttu da
céng bl trén cac bénh nhan cla cac chlng toc
khac nhau, tuy nhién ching toi chi gap 1 bénh

nhan co dot bién cla gen nay. Trong nghién cru
nay, 4 bénh nhan co6 doét bién I13p doan
c.45_48dup (p.P17AfsX22) trén gen GPIHPBI,
tuy bién thé nay chua dugc béo cdo trén Clinvar
and HGMD, nhung c6 thé phan loai 1a bién thé
gay bénh vi cé géy bién ddi protein do dét bién
lam thay d6i khung dich ma. Trong s& 4 bénh
nhan cé dot bién chua dugc bao cdo nay thi co 3
bénh nhén c6 ki€u gen dong hgp tir va 1 bénh
nhan c6 kiéu gen di hop tir kép. O bénh nhén s6
1 di hgp t& kép con phét hién 1 ddt bién diém
€.296-1G>A trén gen GPIHPB1, dot bién nay
cling chua ting dugdc bao cao trudc day, nhung
c6 thé phan loai 1a bién thé gay bénh do dugc
du doan gdy bat thudng gan ndi gilra exon va
intron. Ki€u gen cia mdt bénh nhan cd dot bién
G gen LPL & trang thai di hgp tir kép. POt bién
gen nay dudc ghi nhan la nguyén nhan cha yéu
gay tang triglycerid mau tién phat nhung ching
t6i gap vdi ty 1é nho nhat. Tuy nhién, c@ mau
nghién cl'u con nhd va can ti€p tuc phan tich
phéan tlr cho cac bénh nhan cé chi dinh dé& khang
dinh phan bo cac dot bién cta cac gen lién quan.
Dot bi€n gen ApoE cling chi gap & 1 bénh nhan
va G dang di truyén trdi [5] [6].

Ca 6 ca bénh déu dap Ung tot vdi diéu chinh
ché do an: co6 3 ca dat dich diéu tri triglyceride <
5mmol/l, la dich gilp han ché bién chiing tim
mach; ca 6 bénh déu dat dich < 10mmol/I, 1a
dich han ché bién ching viém tuy. Nhu vay, diéu
chinh ch& dd &n va cac san phdm bd xung nhu
st dung dau MCT va Omega 3 la cac bién phap
an toan doi vdi tré nho va cod hiéu qua trong
ki€ém soat ndng do triglycerid mau & tré em.

V. KET LUAN

Tang triglyceride tién phat cé biéu hién u hat
vang, gan, lach to hodc bién chiing viém tuy
cap, khong c6 bénh nhan béo phi; nong do
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triglyceride & nguGng tdng nang (> 11mmol/l).
Trong 6 ca bénh, c6 1 ca c6 dot bién trén gen
LPL, 4 ca dot bién mdi trén gen GPIHPB1, 1 ca
c6 dot bién trén genApoE. Ca 6 ca bénh déu dap
Ung vdi diéu chinh ché d6 an. Xac dinh doét bién
cla cac gen lién quan cd gia tri khdng dinh chan
doan, phong bénh bang phat hién di hop tir va
tu van di truyén.
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SO SANH MQT SO TAC DUNG KHONG MONG MUON CUA
GAY TE CO' VUONG THAT LU'NG VO'I GAY TE MAT PHANG
CO NGANG BUNG DU'O'1 HUO'NG DAN SIEU AM DE GIAM PAU
SAU MO CAT TU’ CUNG HOAN TOAN PUONG BUNG

TOM TAT

Muc tiéu: So sanh mot s tac dung khong mong
mudn cla phucng phap gay té co vudng that lung (QL
block) v&i gay té mat phang cd_ngang bung (TAP
block) dudi huéng dan siéu am dé giam dau sau md
cat t cung hoan toan derng bung Doi tugng,
phuadng phap nghlen clru: 60 bénh nhan dugc gay
té tuy sébng dé phau thudt cdt tor cung hoan toan
dudng bung, sau md dugc phan b6 ngau nhién vao
hai nhém bang nhau d€ gidm dau sau m& bang QL
block hai bén hodc TAP block hai bén dugi hudng dan
cua siéu am, sur dung ropivacain 0,25% liéu 0,3ml/kg
o} m0| ben Theo dai lién tuc cac tac dung khong mong
mubn cua hai perdng phap nay trong 24 gid dau sau
md. K&t qua: Ty 1& non, budn ndn & nhdm QL block
1 3,33% so v3i nhdm TAP block la 6,67%, ty Ié nglra
o] ha| nhdém la 3,33%. Khong gap tru’dng hgp nao bi tu
mau thanh bung, nhlem khuan vi tr| gay té, ton
thuong cd quan trong ) bung hay ng6 doéc thudc t& &
ca hai nhom nghlen clu. Két Iuan Tac dung khong
mong muoén cla gay té cd vudng that lung tucng
dugng vdi gay te mat phang cd ngang bung dudi
hudng dan cla siéu am dé giam dau sau mo cit tor
cung hoan toan dudng bung. Khéng gdp cac tai bién
nang né cua ca hai phuang phap nay.
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Nguyén Pirc Lam’, Tran Thi Phuong?

T khoa: Gay té cg vuong that lung, gay té mat
phang cd ngang bung , cat tr cung hoan toan dudng
bung, tac dung khéng mong mudn.

SUMMARY
THE COMPARISON OF THE SIDE EFFECTS
OF ULTRASOUND GUIDED QUADRATUS
LUMBORUM BLOCK VERSUS TRANSVERSUS
ABDOMINIS PLANE BLOCK FOR PAIN
RELIEF IN TOTAL ABDOMINAL

HYSTERECTOMY

Objective: To compare the side effects of
ultrasound guided Quadratus lumborum (QL) block
versus Transversus Abdominis Plane (TAP) block for
pain relief of total abdominal hysterectomy.
Methods: 60 patients performed spinal anesthesia for
total abdominal hysterectomy, were randomly divided
into two similar groups to receive analgesia
postoperative by ultrasound guided bilateral QL block
or bilateral TAP block with ropivacaine 0.25% dose of
0.3ml / kg on each side. We Continuously monitored
the side effects of these methods in the first 24 hours
after surgery. Results: The rate of nausea and
vomiting in the QL block group was 3.33% compared
to 6,67% in TAP block group the pruritus rate in the
two groups was 3.33%. There was no case of
abdominal wall hematoma, infection on the needle
punture site, intra-abdominal organ damage or local
anaesthetic systemic toxicity in both groups.
Conclusions: The side effects of ultrasound guided
Quadratus lumborum (QL) block was similar to
Transversus Abdominis Plane (TAP) block for
postoperative pain relief in total abdominal
hysterectomy. There was no serious complication in
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