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NGHIEN CU'U PAC PIEM ROI LOAN LIPID MAU, POT BIEN GEN LDLR &
02 PHA HE GIA PINH BENH NHAN NHOI MAU CO’ TIM CAP XUAT HIEN
SO'M TAI BENH VIEN PA KHOA TRA VINH NAM 2021-2022

Nguyén Minh Hoang!, Nguyén Trung Kién2, Pham Thi Ngoc Nga?

TOM TAT

Pat van deé: tang cholesterol mau gia dinh (FH) la
mot bénh di truyen troi trén nhiém séc thé thu‘dng chu
yéu do dot bién .gen LDLR. Muc tleu nghién clru:
khao sat dic diém rdi loan lipid mau, dot blen gen
LDLR G 02 pha hé gia dlnh bénh nhan nh0| mau cg tim
cap xuét hién sm c6 rdi loan lipid mau tai Bénh V|en
Pa khoa Tra Vinh ndm 2021-2022. P6i tugng va
phuaong phap nghién cu’u nghién cllu md ta cat
ngang trén tong 65 thanh vién ‘trong 2 pha hé gia d|nh
bénh nhan nh0| mau cg tim cap xuat hién sém co rGi
loan lipid mau da dugc chan doan va dang diéu tri tai
khoa N&i tim mach, Bénh vién Pa khoa Tra Vinh, nam
2021- 2022 Két qua: 60% thanh vién cua 2 pha he cod
do tudi 20-59; 58,5% la nam; 40% bi tera can; 7, 7%
mac bénh beo ph| tién st hut thudc Ia va tim mach co
ty Ié thap (7,7%); ty Ié cao huyét ap va tiéu dudng
cling lan luct 13 12,3% va 10,8%. C6 dén 63,1%
thanh vién mang r6i loan lipid méu, cht yéu & dang
két hgp (63,4%); cé dén 73,8% thanh vién co chi sO
cholesterol toan phan ¢ mdc binh thuGng. Pha hé 01
€6 48,6% thanh vién mang dot bién c.664T>C; pha hé
02 cb 46,7% thanh vién mang dot bién IVS7 +10
C>G. Tat ca dbét bién déu & dang di hagp tdr. Tong ty 1€
dot bién chung trong 2 pha hé 13 47,7%. Chi cd mifc
dod rbi loan cholesterol toan phan la c6 méi lién quan
mang y nghia thdng ké vdi ty 1€ xuat hién dot bién gen
LDLR (p=0,001). Két luan: ty |é dot bién trong 2 pha
hé tuong ddi cao (47,7%) do vay sang loc FH, gilp
giam ti 1€ bénh tat va t vong do bénh tim mach &
nhifng ngudi tdng m& mau co tinh chat gia dinh la rat
can thiét.

Tur khoa: r6i loan lipid mau, LDLR, pha hé, bénh
nh6i mau cd tim cap sém.
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LDLR GENE MUTATIONS IN TWO
PEDIGREE OF EARLY ACUTE MYOCARDIAL
INFARCTION IN TRA VINH GENERAL
HOSPITAL IN 2021-2022

Background: familial hypercholesterolemia (FH) is
an autosomal dominant disease caused mainly by
mutations in the LDLR gene. Objectives: to study the
characteristics of dyslipidemia, LDLR gene mutations in
02 pedigrees of patients with early acute myocardial
infarction with dyslipidemia at Tra Vinh General
Hospital in 2021-2022. Materials and methods: a
cross- sectional descriptive study on a total of 65
members in 2 pedigrees of early acute myocardial
infarction patients with dyslipidemia who were
diagnosed and treated at the Department of
Cardiology and Cardiology Tra Vinh General Hospital in
2021-2022. Results: considering both genealogies:
60% of members were aged 20-59; 58,5% of the
members were male; 40% of members were
overweight; 7,7% had obesity; smoking history and
cardiovascular disease were also equal (7,7%); the
prevalence of high blood pressure and diabetes were
also not high at 12,3% and 10,8%, respectively.
63,1% of members had dyslipidemia, the disorders
were mainly in combination form (63,4%). The degree
of total cholesterol disorder was 73,8% of members
with normal range. In the first pedigree had 17/35
(48,6%) members carrying mutation ¢.664T>C; the
second pedigree had 14/30 (46,7%) members carrying
the IVS7 +10 C>G mutation. All mutants were
heterozygous. The total mutation rate was 47,7%.
Among the characteristics of dyslipidemia, only the
levels of total cholesterol disorder had a statistically
significant relationship with the prevalence of LDLR
gene mutations (p = 0,001). Conclusions: the
prevalence of mutations in the two pedigrees was
relatively high (47,7%), so screening for FH, which
helps to reduce morbidity and mortality from
cardiovascular disease in people with familial
hyperlipidemia was essential.

Keywords: dyslipidemia, LDLR, pedigree, early
acute myocardial infarction.

I. DAT VAN DE
Tang cholesterol mau gia dlnh (FH) la mot
bénh di truyén trdi trén nhiém sic thé thudng
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chi yéu do dét bién gen déi vai thu thé LDL
(LDLR) [2], [3], [5]. Bénh nhédn FH c6 d6t bién
gen LDLR biéu hién muc cholesterol toan phan
va LDL-c trong mau tdng cao dan dén lang dong
cholesterol trong ldng dong mach & Ira tudi sém,
gay xd vira dong mach va dac biét lam tang
nguy c¢d mdc nhdi mau co tim cdp s6m & bénh
nhan [5], [6]. Do do6, bénh nhan (BN) nhoi mau
cd tim cap xuat hién s6m va coé néng do LDL-c
chua diéu tri tang cao la nhéom doi tugng cd kha
nang tang cholestrol mau gia dinh [4]. Va viéc
tdm sodt, chan dodn sém dé diéu tri kip thdi rGi
loan lipid mau & pha hé gia dinh bénh nhan la
hét siic can thiét dé cé thé ngén nglra hodc giam
mic dé nang cla bénh ly mach vanh [4], [6].
Nghién c(tu nay dugc thuc hién nham muc tiéu:
khao d&c diém r6i loan lipid mau, dot bién gen
LDLR & 02 pha hé gia dinh bénh nhan nhoi mau
cd tim cap xuat hién sém cd roi loan lipid mau tai
Bénh vién Da khoa Tra Vinh nam 2021-2022.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Paoi tuogng nghién clru:

Poi tugng: BN dugc chan doan nhdi mau cg
tim cdp xudt hién s6m (nam <55 tudi, nit <65
tudi) va tat ca cac thanh vién trong 3 thé hé.

Tiéu chuén chon mau:

- BN dugc chan doan nhdi mau cd tim céap
xuét hién s6m (nam <55 tudi, nit <65 tudi) theo
tiéu chuén cta BO Y T€&, 2019 [1].

- C6 nong do6 LDL-c chua diéu tri tang cao.

- Nhém céac thanh vién trong 3 thé hé gia
dinh bénh nhan: ho hang bac 1 (ba, me, anh
em, con rudt), ho hang bac 2 (6ng, ba, di, cau,
c6, chu, bac) va bac 3 (anh, chi em ho) clia bénh
nhan nh6i mau cd tim cap xuat hién sém.

Tiéu chuan loai trur:

- BN nh6i mau cg tim cap xuat hién sém va
cac thanh vién trong 3 thé hé gia dinh cé kem
cac bénh ly n6i khoa nhu:

+ Suy than man mdc do nang: do loc cau
than <30ml/phut/1,73m?2,

+ Bénh xa gan, viém gan thé hoat dong.

- BN tang lipid mau th( phat do:

+ HGi ching than hu, suy giap, cudng giap.

+ Dang st dung thudc t'c ché manh CYP3A4
(ketoconazol, clarithromycin, erythromycin, thuéc
fc ché HIV protease).

- BN hodc thanh vién trong gia dinh khéng
dong y tham gia nghién ctru.

2.2. Phuang phap nghién ciru:

Thiét ké nghién ciru: nghién cliu cdt ngang
mota.

CG mau: 2 pha hé gia dinh nh6i mau co tim

cdp xut hién sdm vdi tdng s6 65 thanh vién
trong 3 thé hé. _ B

Phudng phap chon mau: chon mau thuan
tién 02 BN dat tiéu chudn va tat ca cac thanh
vién 3 thé hé trong gia dinh ctia 02 BN.

NGi dung nghién ciru:

- P3c diém chung cta d6i tugng nghién clu,
bao gém:

+ Cac déc diém dan s hoc: tudi, giGi tinh

+ Cac yéu t6 nguy co tim mach: béo phi, tién
st hat thudc 13, tang huyét ap, dai thao dudng,
tién s nhdi mau cd tim.

+ D3c diém r6i loan lipid mau: ty 1& cb roi
loan, kiéu réi loan va mdc d6 rdi loan cholesterol
toan phan.

- bot bién gen LDLR trong 2 pha hé: xay
dung 2 pha hé, xac dinh ty Ié dot bién trong
tiing pha hé, ty 18 dot bién chung va cac kiéu dot
bién. M&i lién quan dot bién gen véi déc diém roi
loan lipid mau.

Phuong phap thu thap va xir ly so6 liéu:
cac dic diém rdi loan lipid mau dugc thuc hién
bdng phuang phap xét nghiém sinh hda. Cac dot
bién gen LDLR dugc xac dinh bang ky thuat giai
trinh tu’ gen. S6 liéu dugc thu thap va x{r |i bang
phan mém SPSS 20.0 dé tinh ty 1& (%), st dung
kifm dinh Chi-square d€ so sanh su khac biét ty
|é gilta cac nhédm (cé y nghia thong ké khi
p<0,05).

INl. KET QUA NGHIEN cUU

3.1. Bic diém chung ddi tugng nghién ciru

3.1.1. Pac diém tubi va gidi tinh cua déi
tuong
80

60% 58,5%
60 415%
0 s 18,5%
20
0
0 20-59  >60méi  Nam Nir
Biéu db 1. D tudi va gidi tinh cua doéi
tuong nghién cuu

Nhan xét: 02 pha hé: 60% thanh vién thudc
do tudi 20-59; 58,5% cac thanh vién 1a nam.

3.1.2 Pac diém cac yéu t6é nguy co tim
mach

Bang 1. Cac yéu té nguy co tim mach

< i SO lugng| Ty lé
Pac diém (n) (%)
Binh thuGng:
Béo phi |_BMI <23kg/m? 34|23
P Thira can: BMI = % 40
23-<25kg/m?
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Béo phi: BMI
>25kg/m? > 77
Tién st hat (o) 5 7,7
thudc 13 Khéng 60 92,3
Tang huyét | C6 >140mmHg 8 12,3
ap Khéng 57 | 87,7

oy Co glucose

D;l}élggo >7,0mmol/L / 10,8
Khéng 58 89,2
Tién su nhoi (o) 5 7,7
mau cd tim Khdng 60 92,3

Nhan xét. 02 pha hé 65 thanh vién c6 40%
thanh vién bj thira can; 7,7% mac bénh béo phi;
Tién s hat thudc 1d va tim mach kha tucng
dong va co ty 1€ thap (7,7%); ty Ié cao huyét ap
va ti€u duding cling khdng cao lan lugt 13 12,3%
va 10,8%.

3.1.3. Piac diém rdi loan lipid mau

- Ty lé r6i loan lipid mau: trong 02 pha hé
c6 dén 41/65 (63,1%) thanh vién mang rdi loan
lipid mau.

- Cac dang roi loan lipid mau:

Bang 2. Cac dang réi loan lipid mau

Cac dang rai loan Tanso | Tylé
lipid mau (n) (%)

Rai loan lipid mau don thuan| 15 36,6
Rai loan lipid mau két hop 26 63,4
Téng 41 100

Nhan xét: da s6 cac thanh vién trong 02 pha
hé co rdi loan lipid mau chu yéu & dang két hgp,
63,4%.

- Mirc do roi loan cholesterol toan phan:

Bang 3. Mirc dé réi loan cholesterol toan

han

Mirc do roi loan Tanso | Tylé
cholesterol toan phan (n) (%)
Binh thuGng <5,2mmol/L 48 73,8

Tang cao gidi han 5,2—
6,2mmol/L 8 12,3
Tdng cao >6,2mmol/L 9 13,9
Tong 65 100

Nhéan xét: da s6 cac thanh vién cé chi sO
cholesterol toan phan & binh thudng.

3.2. Pac diém dot bién gen LDLR cua 2
pha hé

3.2.1. Ty Ié dot bién gen LDLR cua 02
pha hé
30 3%
. 52.3%
32,00 SL4%

50.00

47,1%

48.00

ECo EKhong

46.00
44.00

Phahé 1 Phi hé 2 Pot bién chung
Biéu dé 2. Ty Ié dét bién gen LDLR cua 02
pha hé

Nhén xét: pha hé 1 c6 17/35 (48,6%) thanh
vién mang dot bién c.664T>C & exon 4; pha hé 2
cd 14/30 (46,7%) thanh vién mang dot bién
IVS7 +10 C>G & doan intron 7. Tat ca cac thanh
vién mang dot bién déu & dang di hgp tir. Tong

ty |& dot bién chung trong 2 pha hé la 47,7%.
3.2.2. Xay dung 02 pha hé theo két qua

42.00

dot bien -
(el i
IO i U
CHARFI AR AL 0 EEE R EE K
'J-I- l:l \II.]II]].
A B

1 Nir v nam mang dt bien 00 Nirvi nam khang mang dot bicn
Hinh 1. So dé pha hé gia dinh sé'1 (A) va
gia dinh s6 2 (B) theo két qua doét bién

Nhdn xét: pha hé 1 véi 35 thanh vién, cd
17/35 thanh vién mang dot bién c.664T>C G
exon 4, pha hé 2 c6 30 thanh vién va c6 14/30
thanh vién mang dot bién IVS7+10 C>G

3.2.3. Lién quan dot bién gen LDLR véi cac dic diém rdi loan lipid mau
Bang 4. Lién quan dét bién gen LDLR vdi vdi cac dac diém réi loan lipid mau

Pac diém rdi loan lipid mau

Co dot bién

Khong dot bién

% n | % P

Ty Ié r6i loan lipid mau

Co 21

51,2 20 48,8

Khong 10

0,457

41,7 14 58,3

Cac dang roi loan lipid mau
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Rai loan lipid mau két hop 17 65,4 9 34,6 017
Rai loan lipid mau thuan 4 26,7 11 73,3 !
Mtrc do roi loan cholesterol toan phan
Binh thuGng <5,2mmol/L 17 35,4 31 64,6
Tang cao 5,1-6,2mmol/L 5 62,5 3 37,5 0,001
Tang cao =6,2mmol/L 9 100,0 0 0,0

Nhan xét: chi c6 mirc do roi loan cholesterol toa

n phan dugc xac dinh la c6 mai lién quan mang y

nghia thong ké vdi ty 1é xuat hién dot bién gen LDLR véi p=0,001.

IV. BAN LUAN

4.1. Piac diém chung ddi tu'ong nghién ciru

Vé dic diém do tudi va gidi tinh: khac Vi
cac nghién clru trudc day nhu: nghién clu clua
Pham Thi Minh Huyén (2016) [8], Lé Thi Yén
(2019) [2] déu thuc hién rén 50 bénh nhan la
ngudi I16n hoac nghién clru clta Hoang thi Yén
(2020) [3] trén 26 bénh nhan nhi. Va do nghién
citu la pha hé clia 3 thé hé nén két qua cla
chiing tdi cé du cac dd tudi 8 moi nhém, cu thé:
tdng 02 pha hé cé 39/56 (60%) thanh vién thudc
dd tudi 20-59; nhdm tubi dudi 20 chiém ty 1é
21,5% va 18,5% thudc nhdm tudi tir 60 trg 1én.
Xét vé gidi, ty Ié thanh vién la nam (58,5%) va
nit (41,5%) khong qua chénh léch trong 2 gia
dinh nay (Bi€u db 1).

Cac yéu td nguy co tim mach: cin c vao
chi s6 BMI dugc tinh dua vao can nang va chiéu
cao, nghién c(fu ghi nhan: c6 26/65 (40%) thanh
vién bi thlra can do c6 BMI tir 23-<25kg/m?2, mot
ty 1& nho (7,7%) thanh vién bi béo phi véi BMI
25kg/m2. Nhu vay gan 50% cac thanh vién
nghién cu c6 BMI vugt nguGng binh thudng.
Dua vao két qua nghién citu Bang 1, khi xét vé
tién s hat thudc va cao huyét ap, ty 1é khong
hut thu6c va huyét ap binh thudng chiém ty I€
cao va kha tuagng déng nhau, lan luct la 92,3%
va 87,7%. Tuaong ty, nghién clu cling ghi nhan
mot ty 1€ rat thdp cac thanh vién trong gia dinh
mac bénh dai thdo dudng vdi glucose
>7,0mmol/L (10,8%) va thanh vién cé tién s
nh6i mau cd tim (7,7%).

Pic diém rdi loan lipid mau: ty & cac
thanh vién c6 su tang bat thudng cholesterol
va/hoac triglycerid trong mau, va/hodc su giam
nong do lipoprotein phan tir lugng cao (HDL-c),
hodc tdng nong do lipoprotein phan tir lugng
thap (LDL-c) lam tang qua trinh xd vira doéng
mach hay ndi cach khac la ty 1€ rbi loan lipid mau
trong 02 pha hé kha cao c6 dén 41/65 (63,1%)
thanh vién, cht yéu & dang két hgp (63,4%).
Tuy vay, két qua nghién clru ghi nhdn co dén
73,8% thanh vién co chi s cholesterol toan
phan & gidi han binh thudng (Bang 3).

4.2. Pic diém dot bién gen LDLR cua 2

pha hé. Thuc hién giai trinh tu toan b6 gen LDLR
dé€ xac dinh dot bién va tir két qua cac thanh vién
c6 mang, khong mang dot bién, 02 pha hé da
dugc xay dung (Hinh 1). Khi xét vé déc diém dot
bién gen LDLR, pha hé 1 cd 17/35 (48,6%) thanh
vién mang dot bién c.664T>C G exon 4; pha hé 2
€6 14/30 (46,7%) thanh vién mang dot bi€n IVS7
+10 C>G & doan intron 7. Moi phd hé chi ¢ 1
kiéu dot bién dugc xac dinh. T4t ca cac thanh vién
mang dot bién déu & dang di hgp ti. Trong
nghién clfu clla Hoang thi Yén (2020) [3] khi xay
dung pha hé & bénh nhan nhi, c6 1/3 pha hé xuat
hién ca 2 loai dot bién di hgp tir: c.664T>C &
exon 4 va ¢.1285G>A thudc exon 9.

Xét riéng tung kiu dodt bién, c.664T>C,
nghién clu clia Hoang thi Yén (2020) [3] c6 5/26
bénh nhan nhi cling tim thay dot bién nay. Két
qua cua Lé Thi Yén (2019) [2] ciing tim dugc dot
bién nay & dang di hgp tr. Trén thé gidi trong
bai téng quan cla Huang, C.C and Charng, M.J.
(2020) [6], trong danh sach cac dot bién pho
bién & khu vuc Chéu A, cu thé & cac qudc gia
nhu Dai Loan, Trung Qudc, Nhat Ban, Han Quéc,
Malaysia, Singapore, An DG, ... 2 tac gia khong dé
cap dén dot bién nay. Hay trong nghién cltu cla
Huang C.C., Niu D.M., Charng M.J. (2022) [7],
dot bién nay ciling dugc tim thdy, dudc chldng
minh gay bénh tang m& mau cd tinh chat gia
dinh nhung ty Ié xuat hién khong cao (0,2%).
Khi sang loc dot bién gen LDLR & nhifng bénh
nhan cd biéu hién ting cholesterol mau gia dinh
8 bong Nam Brazil, nhém tac gid Bertolini S
(2017) [6] da tim thay kiéu thay ddi nucleotid &
intron s6 7, IVS7 +10 C>G. Bién ddi tai vi tri nay
la mot SNP vGi ID la rs12710260 dugc nhom tac
gia ghi nhan xuat hién vdi ty 1€ cao (59%). SNP
nay dugc Dedoussis et al mo ta dau tién vao
nam 2004.

Trong cac dic diém rdi loan lipid mau chi co
mUc do r6i loan cholesterol toan phan la c6 méi
lién quan mang y nghia thong ké vdi ty 1é xuat
hién dot bién gen LDLR v@i p=0,001. Bénh tang
cholesterol mau cé tinh chat gia dinh la mot
bénh ly dién bién tham lang va triéu chirng lam
sang khong dic hiéu, dic biét d6i vdi cac thé
bénh di hgp tlr, chinh vi vay ti 1€ BN khong dugc

15



VIETNAM MEDICAL JOURNAL N°2 - SEPTEMBER - 2022

chan doan sém van con cao dan dén viéc diu tri
va du phong bién chirng cho BN con han ché. Ca
hai BN dau tién trong 02 pha hé chi dugc chan
doan khi da xuat hién cac bién chitng nhoi mau
cd tim. Va theo Vién qudc gia vé y t€ va lam
sang cla Anh (NICE) da dua ra khuyén cdo vé
sang loc phan tang doi véi nhitng ngudi than co
guan hé huyét thong gan véi bénh nhan da dugc
chan doan 1dm sang FH, gilp gidm ty 1& bénh tat
va tr vong do bénh tim mach & nhitng nguGi
tang m&@ mau cd tinh chat gia dinh thong qua
chan doan bénh sdm va quan ly bénh hiéu qua.
Trong nghién c(tu nay tong ty 1& dét bién chung
trong 02 pha hé la 47,7% (mét ty |é kha cao,
gan 50% thanh vién trong gia dinh mang gen).
biéu nay cang cho thay tam soat nhiing gia dinh
bénh nhén nh6i mau cg tim cdp xudt hién sém
¢ r6i loan lipid mau la rat can thiét.
V. KET LUAN

Trong 02 pha hé bénh nhan nh6i mau cg tim
cap xuat hién sdm co roi loan lipid mau co dén
63,1% thanh vién mang roi loan lipid mau, cac
roi loan chu yéu & dang két hop (63,4%) va co
73,8% thanh vién cd chi s6 CT & binh thudng
(<5,2mmol/L). Téng ty |é dot bién gen LDLR
chung trong 02 pha hé la 47,7%, 100% thanh
vién mang dét bién & dang di hgp tir, 2 kiéu dét
bién dudc xac dinh la c.664T>C & exon thi 4 va
IVS7 +10 C>G & doan intron th& 7. Mic do roi
loan cholesterol toan phan dudgc xac dinh c6 mai
lién quan mang y nghia thong ké véi ty |é xuat
hién dét bién gen LDLR do p<0,05.
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KET QUA DPIEU TRI BU'O'C HAI PEMBROLIZUMAB
UNG THU PHOI KHONG TE BAO NHO GIAI POAN IV

TOM TAT

Muc tiéu: Banh gia két qua diéu tri budc hai
Pembrolizumab ung thu phGi khong t& bao nho giai
doan 1V tai Bénh vién Hitu Nghi va Bénh vién K. Doi
tugng va phuong phap nghlen clru: Ngh|en clru
md ta cat ngang, hoi c(ru va tién clu, trén 34 bénh
nhan UTPKTBN giai doan IV tién trién sau diéu tri héa

1Bénh vién Hiu Nghi

2Tién si Bénh vién K
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tri bd ddéi c6 platinum, diéy tri budc hai béng
Pembrolizumab liéu 2mg/kg moi 3 tuan tai Bénh vién
H{ru Nghi va Benh vién K tir thang 1/2018 dén thang
12/2021. Két qua: tudi trung binh 62,4 + 8,8 (42-
83); ty 1é nam/nu‘ = 4,7/1. UTP hay di c&n ph0| doi
bén, ndo va xuong. Ty Ié dap Ung khach quan (ORR)
41 2/o, ty 18 kiém soat benh (DCR) 79,4%. Thai gian
s6ng thém bénh tién trién (PFS): trung vi 1a 12,3 £1,5
thang, (Min: 1,5 thang, Max: 25,4 thang). Ket Iuan
Phac d6 diéu tr| budc hai Pembrollzumab cho ti 1€ dap
ing dang khich 1& c6 thé& 1a mét lua chon hap ly &
nhitng bénh nhan ung thu phéi khong t& bao nhd giai
doan IV tién trién sau diéu tri hoa tri bd ddi cb
Platinum. .

Ta khoa: ung thu phoi khéng té€ bao nhd,
pembrolizumab



