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phudng phap diéu tri phu hgp cho nhiing trutng
hgp thang 16n 0 loét da day ta trang.

V. KET LUAN

Bénh nhan thung I6n & loét da day ta trang
thudng 1a nhitng bénh nhan 16n tudi, cé téng
trang kém, nhi€u bénh ly ndi khoa va cé nhiéu
roi loan cerc ndng sinh ly trudc mo Ph3u thuat
khau 16 thung 1a phudng phap mé terdng dugc
lwa chon nhat dé diéu tri thung I6n & loét da day
ta trang. Ty 1€ bi€n ching va ti vong sau moé
con cao, dat ra nhiéu thach thirc cho phauﬂthuat
vién. C‘ém cac nghién cttu tién clru véi ¢ mau I6n
hon dé c6 khuyén céo trong diéu tri thing I6n &
loét da day ta trang.

Cong bo xung dot: Tat ca tac gia tuyén bo

khong cd xung dot Igi ich.
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VAI TRO CUA BIEN THE LRRK2 R1398H TRONG BENH LY PARKINSON
D6 Dirc Minh!, Nguyén Hoang Thuy Vy?, Lé Gia Hoang Linh!

TOM TAT

Mo déu. Bénh Parkinson la mot rGi Ioan thoai
héa than kinh tién trién, vdi biéu hién 1am sang chu
yéu 13 run, cling cd va giam van dong. Ngoai cac yéu
t6 moi tru‘c‘ing, di truyén ngay cang dugc chirng minh
dong vai tro quan trong trong cd ché& bénh sinh. Trong
s6 cac gen lién quan, .gen LRRKZ dugc nghlen ctu
nhiéu vi tinh da dang vé dot bién va cg ché tac dong
Bién thé LRRK2 R1398H da dugc mo ta 8 mot so quan
thé véi vai trd bao vé trudc nguy co mac bénh
Parkinson. Muc tiéu. Xac dinh tan sudt cta bién thé
R1398H trén gen LRRKZ & benh nhan Parkinson va
nhom chling, déng thGi danh gia mai lién quan glLra
kiéu gen R1398H vai bénh trong quén thé nghién clu.
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Phuong phap Nghién citu dugc thuc hién trén 100
mau DNA cla benh nhan Parklnson va 100 DNA nhém
chirng khodng mac bénh. Kiéu gen cua bién thé
R1398H dugc xac dinh béng ky thudt ASO-PCR st
dung mdi d3c hiéu alen. Dif liéu dugc phan tich béng
thong ké mo ta va klem dinh chi binh phudng dé so
sanh tan suét alen va kiéu gen gita hai nhom, tinh
odds ratio (OR) va khoang tin cdy 95%. Két qua: Ty
Ié mang kiéu gen di hgp t& G/A & nhdém chiing la
24%, cao han nhém bénh (10%). Phan tich théng ké
cho thay kiéu gen G/A lién quan vdi giam nguy co méc
Parkinson (OR = 0,35; 95% CI: 0,16 — 0,78; p =

0,0076). Két luan: Bién thé R1398H cua gen LRRK2
c6 thé lién quan dén nguy cd thdp hon méc bénh

Parkinson. Tuar khoa: [RRK2, R1398H, Park/nson
ASO-PCR
ABSTRACT

THE R1398H VARIANT OF THE LRRK2 GENE

AND ITS ROLE IN PARKINSON'S DISEASE
Introduction: Parkinson’s disease is a
progressive neurodegenerative disorder, its common
symptoms are tremor, muscle stiffness, and slow
movement. Besides environmental factors, genetics
plays an important role in the development of
Parkinson’s disease. Among related genes, LRRK2 has
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been studied widely because of its profound, diverse
mutation spectrum and clinical effects. The LRRK2
R1398H variant has been identified in several
populations and is thought to have a protective role.
Objective: To describe the frequency of LRRKZ2
R1398H variant in Parkinson’s patients compared to
healthy people, and to investigate the association
between this variant and the risk of developing
Parkinson’s disease. Methods: The study included
100 DNA samples from people with Parkinson’s
disease and 100 from healthy individuals. The R1398H
genotype was identified using ASO-PCR with allele-
specific primers. Data was analyzed using descriptive
statistics and the Chi-square test to compare allele
and genotype frequencies between the two groups.
Odds ratio (OR) and 95% confidence intervals (CI)
were also calculated. Results: The heterozygous G/A
genotype was found in 24% of healthy individuals and
10% of Parkinson’s patients. Statistical analysis
showed that this genotype was linked to a lower risk
of Parkinson’s disease (OR = 0,35; 95% CI: 0,16 —
0,78; p = 0,0076). Conclusion: The R1398H variant
of the LRRKZ gene may be associated with a lower
risk of developing Parkinson’s disease, suggesting a
possible protective effect. Keywords: LRRK2,
R1398H, Parkinson, ASO-PCR.

I. AT VAN DE

Bénh Parkinson (PD) la mot rdi loan thoai
hda than kinh tién trién, ddc trung bdi su mét
dan cac té bao than klnh dopaminergic - loai té
bao dc')ng vai tro san xuat va giéi phdéng chat dan
truyen than_kinh dopamlne tai vung chat den cla
nado gitra, dan dén cac triéu chu’ng lam sang d|en
hinh nhu' run, cling cd, chdm van dong va bat 6n
tu thé. Mac du phan I6n cac trudng hgp
Parkinson la khong rd nguyén nhan, nhung nhiéu
nghién cfu gan day cho thay ca yéu t6 di truyén
va moi trudng déu dong vai tro quan trong trong
su khdi phat va tién trién cia bénh [1]. Gen
LRRK2 1a mot trong nhirng gen dugc nghién clru
nhiéu nhat trong bénh Parkinson, dac biét sau
khi phat hién dot bi€én G2019S c6 lién quan dén
PD thé di truyén [2]. Gen LRRK2 ma hdéa mét
protein chfa nhiéu mién chirc nang: ARM, ANK,
LRR, ROC (GTPase), COR va kinase - cac mién
nay gilp diéu hoa nhiéu con du’dng tin hiéu noi
bao, tuang tac _protein va kiém soat van chuyen
mang. Trong s cac bién thé cia LRRK2, mét s6
dot bién nhu G2019S, R1441C/G/H da du’c_ic xac
dinh la gay bénh véi ca ché lién quan dén tang
hoat tinh kinase ho&c rdi loan GTPase [3] Ngugc
lai, bién thé R1398H (rs7133914), nam trong
mién ROC, lai dugc nhiéu nghlen ctru dich té hoc
va chic nang chi ra c6 vai tro bao vé chong lai
nguy co phat trién Parkinson. V& mat chic nang,
R1398H da dudc chiing minh lam tang hoat tinh
GTPase cla LRRK2, dan tdi gidm trang thai hoat
dong gan két GTP cla protein, tang tin hiéu Wnt
va tang truéng sgi truc than kinh - cg ché dugc

xem la ngugc lai vGi cac bién thé gay bénh trong
cung mién ROC [4]. Nhiéu nghién cu bénh
chitng va phén tich gop ghi nhan bié€n the
R1398H cd tan sudt cao han & nhém khéng mac
bénh, va cd thé glup giam nguy co phat trién PD
& ca quan thé ngerl chau A va chau Au [5-7],
tuy nhién chua cé nhiéu nghién clru tai Viét Nam
vé bién thé nay. Viéc xac dinh ki€u gen cua bién
thé R1398H trong cac quan thé cu thé cé thé
gilp xac dinh rd méi lién quan gitta yéu t6 di
truyén cda bién thé nay va nguy cd mac bénh
Parkinson. Trong nghién clu nay, cht’mg toi su
dung ky thuat ASO-PCR, day la mét phuang
phap xac dinh bién thé di truyen nhanh, dac hiéu
vGi chi ph| hgp 1y, nhdm xac dinh ki€u gen
R1398H ¢ ddi tugng nghién ciu va danh gia méi
lién hé cla bién thé véi bénh ly Parkinson.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

Thiét ké nghién ciru: Nghién cllu mo ta
cat ngang

Poi tugng nghlen clru: 100 mau DNA cua
cac bénh nhdn mac bénh Parkinson dugc chan
doan theo tiéu chudn cla Hiép héi RGi loan Van
dong (MDS) va 100 mau DNA tir cac d6i tugng
khong cé bénh ly Parkinson dugc luu trir tai
Trung tdm Y Sinh hoc Phan tur - Dal hoc Y Du‘dc
TPHCM dé xac dinh bién thé R1398H bang
phudng phap ASO-PCR. Tiéu chudn chon vao 1a
cac mau DNA dudc thu thap tur cac nghlen clru
trudc dé va da dong thuan st dung mau DNA
cho cac phan tich di truyén.

Thiét ké moi: Cac doan mdi khuéch dai
vlng gen chifta diém da hinh R1398H cla gen
LRRK2 st dung trong nghién clru dugc thiét ké
bang phan mém CLC Main Workbench 5.5 dya
trén trinh tu chudn NG_011709 tir NCBI.

ASO-PCR xac dinh kiéu gen: Cac mau
DNA d3 biét ki€u gen cla bién thé R1398H badng
phuang phap giai trinh tu’ thé hé mdéi dugc dung
lam chiing duong cho quy trinh ASO-PCR. Cac
doan moi dugc thiét k€ co trinh tw dugc trinh
bay trong bang 1 véi nhiét do bdt cdp moi va ti
lé modi dugc hiéu chinh nhdm dat dugc cac san
pham khuéch dai d&c hiéu va cac band dién di
tudng (ing cho ting ki€u gen c6 do sang déu
nhau. Phan Ung dudc thuc hién bang bd kit
TaKaRa Tag™ DNA Polymerase v@i thanh phan
phan ng dudc trinh bay trong bang 2. Chu
trinh nhiét cho phan (’ng ASO-PCR: giai doan
bién tinh 98°C 3 phut Idp lai 40 chu ki (bién
tinh 98°C 10 giay, gan moi 549C 20 gidy, kéo
dai 72°C 30 gidy), 6n dinh san phdm & 72°C
trong 2 phut. Sau dd, san phdm PCR dugc kiém
tra bdng dién di trén gel agarose 2% vGi chat
nhudém Gelred. Kich thudc san phdm PCR nhu
mo ta trong bang 1.
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Bang 1: Trinh tu’ méi phat hién alen G va alen A cua bién thé R1398H gen LRRK2

Tén mdi Trinh tu (5’ — 3') Ti 1& mbi K"I;';‘;,g:"gf:;a“
T6 hop 1 — Phat hién alen G
R1398H-F TCGGTTGCTGACAAATATGC 1 F/R:310b
R1398H-G-F TCTAATCTTTATTTAGGTCG 3 G-F/R.' 131%[3
R1398H-R GCCAAGGCTTCATGGCATCA 2 )
T6é hgp 2 — Phat hién alen A
R1398H-F TCGGTTGCTGACAAATATGC 2 F/R:310b
R1398H-A-R1 AGTACTATAGAATTCCTCGT 3 F/ A-Rll > 19%[3
R1398H-R GCCAAGGCTTCATGGCATCA 0,5 )

Bang 2: Thanh phan phan irng ASO-PCR

Thanh phan Thé tich (pl)
10X PCR Buffer 1,5
2,5 mM dNTP 1,5
T6 hgp mbi 1 hodc 2 1,5
Takara Taqg HS 0,1
H20 8,4
gDNA 2
Tong 15

Y dirc nghién ciru: Nghién ciru dudc chap
thuan bai HOi dong dao dirc trong nghién cltu Y
sinh hoc cta Dai hoc Y Dugc Thanh phé H6 Chi
Minh (s6 3878/DHYD-HDDD, ngay 24 thang 09
ndm 2025).

Ill. KET QUA NGHIEN cUU
_ Déc diém clia nhom nghién clru gém 100
mau DNA bénh va 100 mau DNA chidng vé
tudi, giGi va tudi khdi phat dugc thé hién trong
bang 3.
Bang 3: Pic diém nhom nghién ciu

Bénh Chirng P-value
S6 mau | N=100 N=100
gﬁ;’t' /.krﬁ%'i 50+85 | 49+10,1 | 0436
Gidi
Nam | 60 (60%) | 53 (53%) 0392
NIt | 40 (40%) | 47 (47%) !

Tudi trung binh ctia nhdm bénh khi khai phat
la 50 £ 8,5, va nhom chiing la 49 = 10,1, phan
tich t-test cho thay khéng cd su khac biét cd y
nghia gitra hai nhom (p = 0,436). V& gidi tinh,
nhom ching c6 53% nam va 47% nit, trong khi
nhdm bénh c6 60% nam va 40% nii. Kiém dinh
Chi binh phuong cho két qua khong cé sy khac
biét cd y nghia thong ké gilra hai nhdm (x2 =
0,73, p = 0,392).

Két qua dién di san phdm ASO-PCR cua t6
hgp mdi 1 xac dinh alen G va t& hgp moi 2 Xac
dinh alen A dugc thé hién trong hinh 1 va 2. &
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hinh s6 1, néu mau DNA c6 mang alen G thi sé
cho két qua dién di Ién 2 band 310bp va 131bp,
mau DNA nao chi c¢6 1 band 310bp la_khong
mang alen G. Tugng tu & hinh 2, néu mau DNA
nao ¢ mang alen A thi sé cho két qua dién di
Ién 2 band 310bp va 219bp. Két hdp két qua cua
2 hinh s& cho ra ki€u gen cta cac mau DNA can
nghlen clu, nhu dugc thé hién & hinh 1 va 2,
mau DNAO1 cé kiéu gen la GG, mau DNAO02 cb
ki€u gen la GA, tuong tu cho cdc mau DNA con
lai. Tt cd cac lugt chay déu c6 chay kém mau
chu‘ng duong va chL'rng am.
T

#99 500bp
@ 400bp
#% 300bp

% 200bp

Hinh 1: T6 hop méi 1-xac dinh alen G,
giéng 1-6 la cdc mau DNA theo tha tu to’
01-06, giéng 7 chirng (+) la mau DNA co

L jéng 8 la chirng

Hinh 2: T6 hop mdi 1-xac dinh alen A,
giéng 1-6 la cdc mau DNA theo thi tu to’
01-06, giéng 7 chirng (+) la mau DNA co

kiéu gen GA, giéng 8 Ia ching (-) Hz20
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Sau khi sir dung phucng phap ASO-PCR dé
xac dinh ki€u gen cta 200 mau nghién clu, két
qua cho thay alen G chiém 92% trén 200 mau
nghién cu v8i 88% & nhém chiing va 95% &
nhém bénh, trong khi alen A chiém ti 1€ nhé hon
véi 8% trén tdng s6 va ti 1&é alen A & nhém
chirng cao han gap d6i ¢ nhom bénh vdi tuang
ing 12% va 5% (bang 4). ~

Bang 4: Tan suat alen trong 200 mau DNA
nghién cau

Tong Chirng Bénh
So So So
Alen lugng % lugng % lugng %
G 366 1092|176 | 0,88 | 190 | 0,95
A 34 |008| 24 |0,12| 10 |0,05

Trong téng s6 200 mau (100 bénh, 100
chimng), kiéu gen G/G chiém 76% & nhdm chiing
va 90% & nhom bénh, trong khi G/A chiém 24%
G nhom chimng va 10% & nhom bénh. Phan tich
thdng ké cho thdy kiu gen G/A lién quan vdi
nguy cd mac Parkinson giam dang k& (OR =
0,35; 95% CL: 0,16 — 0,78; p = 0,0076), ggi ¥
vai tro bao vé cuta bién thé R1398H (bang 5).

Bang 5: Méi lién quan giifa kiéu gen bién
thé R1398H va bénh Parkinson
Nhom | Nhom | OR (95%

Kiéu

gen |chirng | bénh cI) P-value
G/G 7? 90 (90%) 1

Yo 0,35 (0,16- | 2007¢
G/A | (2495) [0 (10%)] "7 Jg)

IV. BAN LUAN

Nghlen clru nay khado sat su phan bd kiéu
gen cla bién thé R1398H trén gen LRRK2 va moi
lién quan vdi bénh Parkinson trong cd mau
nghién ciu gom 100 mau bénh va 100 miu
ching. K&t qua thu dudc cho thdy ki€u gen di
hgp t&r G/A xuat hién nhiéu han & nhom chirng
(24%) so vGi nhém bénh (10%), va két qua
phan tich cho thay alen A lam giam nguy cd mac
bénh c6 y nghia thdng ké, véi OR la 0,35 (KTC
95%: 0,16 — 0,78, p = 0,0076). Diéu nay cling
cd gia thuyét réng R1398H c6 thé déng vai tro
bao vé di truyén doi véi bénh Parkinson. Trong
nhiéu ndm qua, cac bién thé trén gen LRRK2 d3
dugc xac dinh la yéu to di truyén quan trong
nhat lién quan dén bénh Parkinson & ca co hodc
khong co tién can gia dinh [8]. Tuy nhién, khong
phai tat cd cac bién thé déu lam tdng nguy cd
bénh; mét s bién thé, nhu R1398H, dudc chiing
minh cd tac dong ngudc lai - lam gidm nguy cc
phét trién PD. Nghién c(tu clia Chen va cdng su
(2011) tai Trung Quobc la moét trong nhirng

nghién clu chi ra vai tro bao vé clia R1398H,
dac biét khi di kém véi cac bién thé N551K trong
cung mot haplotype [6]. Tai Malaysia, nghién
cru cua Gopalai et al. (2019) cling ghi nhan su
hién dién cta haplotype bao vé nay trong cong
dong ngudi Malay va Trung Quoc véi mic do
anh huédng bao vé tuong tu [5]. Ngoai ra,
Heckman et al. (2014) thuc hién nghlen ctu
meta-analysis trén 10.322 ngerl chau Au va
2.289 ngudi chau A, két luan rang R1398H lién
quan dén giam nguy cd PD & ca hai quan thé,
vGi tac ddng doc 1ap vdi cac bién thé nguy co
khac trén gen SNCA va MAPT [7]. Khong chi
dirng lai & cac phan tich dich té hoc, béng chimg
sinh hoc phan t&r da gilp ly gidi cd ché chic
nang tiém nang cla bién thé nay. Nhu da dé
cap, bién thé R1398H c6 hoat tinh GTPase, va
theo nghién cliu cta Liu et al. (2016), bién thé
nay lam tang hoat tinh thay phan GTP, tUr dé
giam trang thai hoat hda cia LRRK2, dong thdi
thic d4y su’ phat trién sgi truc va téng cudng tin
hiéu Wnt, nhitng yéu t6 quan trong trong bao vé
t€ bao than kinh dopaminergic [4]. Mac du két
qua nghién clu c6 tinh théng nhat véi cac
nghién cttu khac, nhung cd mau tucgng dbi nho
cling la mot trong nhitng han ché ctda nghién
cltu va c6 thé anh hudng dén dd chinh xac cla
udc lugng ty 1€ va chi s6 OR. Ngoai ra, viéc
khdng phat hién dugc ki€u gen déng hap tur A/A
trong quan thé nghién cfu khién md hinh di
truyén khéng thé danh gid day du theo ki€u
doéng hgp tir. Hon nira, nghién clfu chua phéan
tich cac haplotype lién quan (nhu N551K-
R1398H-K1423K), d3 dudc ghi nhan Ia kidu di
truyén c6 anh hudng manh hon so véi tng bién
thé don lé. DU vay, phat hién trong nghién cliu
nay van co gia tri, su' 1dp lai nhat quan clta hiéu
Ung bao vé cta R1398H trong ¢ mau nghién
ctru la budc dau cho cac nghién clu véi ¢ mau
I6n hon vé bién thé nay trong dan s Viét Nam.

V. KET LUAN i i

Nghién c(fu trén 100 mau bénh va 100 mau
chirng vé bién thé R1398H clia gen LRRK2 cho
k&t qua bién thé nay doéng vai trd nhu mot yéu
td di truyén bao vé ddi véi bénh Parkinson trong
quan thé dugc khao séat. Su’ khac biét vé tan sujt
ki€u gen G/A gilta nhém bénh va nhém chirng
cho thdy mai lién quan cd y nghia, véi xu hudng
gidam nguy cd rd rét & nhitng ca thé mang alen
A. Nhitng phat hién nay gép phan cung c6 vai
tro diéu hoa cla R1398H trong sinh bénh hoc
Parkinson.
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Nghién cru nay dudc tai trg kinh phi bdi Dai
hoc Y Dugc Thanh phé H6 Chi Minh theo hgp
dong s6 188/2025/HD-DHYD, ngay 18 thang 04
nam 2025.
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NONG PO HOMOCYSTEIN HUYET TUO'NG VA MOI LIEN QUAN POC LAP
VO'I1 X0 VA PONG MACH CANH & BENH NHAN PAI THAO PUO'NG TiP 2

TOM TAT

Pat van dé: Homocystein (Hcy) dugc xem la yéu
td nguy cd doc lap cua xd vita ddong mach, tuy nhién
dir liéu vé mai lien quan nay trén bénh nhan dai thao
dudng (DTD) tip 2 tai Viét Nam con han ché. Muc
tiéu: Khao sat nong do Hcy va phan tich méi lién
quan doc lap véi d6 day I6p ndi trung mac (cIMT) va
mang xd vira dong mach canh & bénh nhan DTD tip 2.
Déi tugng va phuong phap nghién ciru: Nghién
cru mo ta cat ngang thuc hién trén 134 bénh nhan
bTD t|p 2 tai Bénh vién TruGng Pai hoc Y Dugc Can
Tho tir 08/2022" dén 04/2024 Benh nhan du‘dc phan
nhém theo t& phan vi Hey dé dénh gid céc thong s6
lam sang va siéu am dong mach canh. S6 liéu dugc xur
ly bang phan mém R 4.5.0 thong qua kiém dinh thdng
ké va hoi quy tuyén tinh da bién. K&t qua: Nong do
Hcy tang cao lién quan cé y nghia véi hut thudc 1a va
suy giam muc loc cau than (p<0,001). Chi s cIMT
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3 Bénh vién Hoan My Cuu Long
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trung blnh va ty 1€ hién dién mang xg vira cao han r6
rét ¢ cac nhom tir phan vi Hey cao (P<0,05). Phan tich
hoi quy da bién khang dinh Hcy 1a yéu t6 lién quan
doc 1ap vai gia tdng cIMT (Beta=0,19; p=0,007) theo
mé6i tuong quan tuyén tinh (p=0,014). Két luan:
Nong do homocystein huyét tudng gia tang c6 méi
lién quan vdi suy giam chirc néng than va la yéu t6
tién lugng doc lap ddi véi ton terdng xg vira dong
mach canh & bénh nhan DTD tip 2. Ta khoa:
Homocystein, dai thdo duong tip 2, xo via dong
mach, do day Idp ndi trung mac, siéu am déng mach
canh.

ABSTRACT

PLASMA HOMOCYSTEINE LEVELS AND
THEIR INDEPENDENT ASSOCIATION WITH
CAROTID ATHEROSCLEROSIS IN PATIENTS

WITH TYPE 2 DIABETES

Background: Homocysteine (Hcy) is recognized
as an independent risk factor for atherosclerosis;
however, data regarding this association among
patients with type 2 diabetes (T2D) in Vietnam remain
limited. Objectives: This study aimed to investigate
plasma Hcy levels and analyze their independent
association with carotid intima-media thickness (cIMT)
and the presence of carotid plaques in T2D patients.
Materials and methods: A cross-sectional study was



