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V. KET LUAN

Thu6c khang dong khang vitamin K la thudc
cd hiéu qua tot trong du phong cac bién cd
thuyén tac huyét khdi trong nhitng trudng hagp
bénh Iy cd chi dinh bdt budc kém vdi ti 1& xudt
hién bién c6 thuyén tdc huyét khdi thap
(0,56%). Ti l& dat dugc dich INR diéu tri
(44,63%) va thgi gian trong gigi han diéu tri
theo Rosendaal (46,46 + 29,28%) chua cao, do
dd can phai phdi hgp gilra theo doi dién tién lam
sang va xét nghiém dé co thé dat dugc két qua
diéu tri va giam nguy co xuat hién cac bién c6 do
st dung thudc khang déng khang vitamin K.
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NGHIEN CU’'U TAN SUAT VA MOI LIEN QUAN GIU’A PA HINH PON
NUCLEOTID RS1042522 VO'I MOT SO CHi SO TREN BENH NHAN
PAI THAO PUONG TYP 2

TOM TAT

Pat van dé: Cac nghién clu chi ra vai trd cla
cac yéu t6 di truyén d6i vdéi nguy cd mdc bénh dai
thao dudng. Do do, nghién clru nay nham muc tiéu
khdo sat tan suat cua da hinh don nucleotid
rs1042522 trén gen p53 va mdi lién quan cta nd Vi
nguy cé mac bénh dai thdo dudng typ 2. Péi tu'gng
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Bui Khiac Cuong?!
va phuong phap: Nghién ciu tién hanh theo
phuaong phap mod ta cdt ngang, bao gom 91 ngl,rd|
khoé manh va 180 bénh nhan dai thao derng typ 2.
Phucng phap PCR déc hiéu alen dudc si dung dé
phan tich kiéu gen. S6 liéu dugc phan tich trén
GraphPrism 8.4. Két qua: Ti 1& phan bd kiéu gen GG,
GC va CC cla rs1042522 trong nhém nghién clu
tuong Ung la 24,72%, 50 55% va 24,72%. Khong
phat hién sy khac biét vé cac chi s6 qucose mau,
HbAlc, Insulin va HOMA-IR gilfa cac k|eu gen
(p>0, 05) Phan tich theo md hinh 18n, ki€u gen
rs1042522 lién quan dén nguy cd xuat h|en bénh dai
thao dudng tip 2 vai OR=2,058; 95% CI 1,096 -
3,822; p=0,0261. Két luan: Ti Ie clia cac kleu gen
GG GC va CC clia rs1042522 trén gen p53 trong
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nhém nghién clu tuang Ung la 24,72%, 50,55% va
24,72%. Ki€u gen cla diém da hinh rs1042522 lién
quan dén nguy cd xudt hién bénh nhan dai thao
dudng tip 2 theo mé hinh Ian.

Tur khoa: bai thao dudng, rs1042522, p53.

SUMMARY

FREQUENCY AND CORRELATION BETWEEN
SINGLE NUCLEOTID POLYMOPHISM
RS1042522 WITH SOME INDICES IN

PATIENTS WITH TYPE 2 DIABETES

Introduction: Studies show the role of genetic
factors in the risk of diabetes. Therefore, this study
aimed to investigate the frequency of the single
nucleotide polymorphism rs1042522 on the p53 gene
and its association with the risk of type 2 diabetes.

Subjects and methods: The study was conducted

using a cross-sectional descriptive method, including

91 healthy people and 180 patients with type 2

diabetes. Allele-specific PCR method was used to

analyze genotypes. Data were analyzed on

GraphPrism 8.4. Results: The distribution rates of

GG, GC and CC genotypes of rs1042522 in the study

group were 24.72%, 50.55% and 24.72%,

respectively. No differences were detected in blood

glucose, HbA1c, Insulin and HOMA-IR indices between
genotypes (p>0.05). Analyzing by recessive model,
rs1042522 genotype was associated with the risk of
type 2 diabetes with OR=2.058; 95% CI=1.096 -

3.822; p=0.0261. Conclusion: The proportions of

GG, GC and CC genotypes of rs1042522 on p53 gene

in the study group were 24.72%, 50.55% and

24.72%, respectively. The genotype of the rs1042522

polymorphism is associated with the risk of developing

type 2 diabetes in a recessive model.
Keywords: Diabetes, rs1042522, p53.

I. DAT VAN PE

Pai thao dudng tip 2 (T2M) dugc dac trung
do rdi loan diéu hodoa su trao ddi chét
carbohydrate, lipid va protein va la két qua cua
viéc tiét insulin bi suy giam, khang insulin hodc
két hgp ca hai. Co ba loai bénh dai thao dudng
chinh, bénh dai thdo dudng tip 2 phé bién nhét
(chiém hon 90% téng sb trudng hdp), dai thao
dudng typ 1 va dai thdo dudng thai ki. Trong vai
thap ky qua, su hi€u biét cua ching ta trong qua
trinh phat trién va tién trién clua bénh dai thao
dudng tip 2 cd su phat trién nhanh chéng.
Nguyén nhan chinh cta noé la suy gidm dan su
bai tiét insulin bdi cac té bao B tuyén tuy, thudng
la khi nén tang cua tinh trang khang insulin da
ton tai tur trude [1]. Cac nghién clru gan day chi
ra vai tro cla cac yéu t6 di truyén déi véi nguy
cd mdc bénh dai thdo dudng. Dac biét 1a vai tro
cla cac da hinh di truyén co lién quan dén qua
trinh phat sinh va phat trién ctia bénh dai thao
dudng tip 2. Mot s6 nghién clru gan day chi ra
vai tro clia da hinh dan nucleotid rs1042522 trén
gen p53 trong mét s6 bénh Ii khac nhau trong dé
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c6 ung thu va dai thao dudng [2-6]. Tuy nhién,
chua cé nghién cltu nao tién hanh khao sat da
hinh rs1042522 trén bénh nhén dai thdo dudng
typ 2 & Viét Nam. Do d6, nghién cru cla ching
t6i nham muc tiéu khao sat tan sudt cta da hinh
don nucleotid rs1042522 trén gen p53 va méi
lién quan cda nd vdi nguy cd mac bénh dai thdo
dudng typ 2.

I1. DOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

bdi tugng nghién clfu bao gdbm 91 ngudi
khoé manh va 180 bénh nhan dai thdo dudng
typ 2 dong y tham gia nghién clru. Bénh nhan
dudgc chan doan dai thdo dudng typ 2 Theo tiéu
chudn cia Hiép hdi Pai thdo dudng Hoa Ky
(ADA) nam 2019; T« 30 tré Ién; Tinh nguyén
tham gia nghién c(ru. Tiéu chuén loai trir: Khéng
dong y tham gia nghién c(u.

Nghién cru ti€n hanh theo phuogng phap mo6
ta cat ngang, dugc Hoi dong dao dic co s& chap
thudn. Cac bénh pham va dit liéu dudc thu thap
va xUr li. Phugng phap PCR ddc hiéu alen dugc
sir dung dé phan tich ki€u gen cta diém da hinh
rs1042522 trén gen p53. Ki€u gen cua ting bién
thé dugc xac dinh bdng céch tinh toan tin hiéu
huynh quang. SO liéu dugc phan tich trén
GraphPrism 8.4.

Il. KET QUA NGHIEN cU'U

Qua qua trinh nghién ctu chdng téi thu dugc
mot s6 két qua nhu sau:

Bang 1: Ti Ié phén bé kiéu gen cua diém
da hinh rs1042522 trén gen p53

Nhém| Control T2D Téng

Ki€u gen n| % |[n| % |[n| %
GG 26| 28,57 |41|22,78 |67 24,72
GC 50| 54,95 | 87|48,33 (137 50,55
CC 15| 16,48 |52 (28,89 |67 |24,72
Téng s6 91 100,00 |180/100,00271]100,00
p=0,0779

Két qua trén Bang 1 cho thdy ti Ié phan bo
kiu gen cua diém da hinh rs1042522 trén gen
p53 khong cé su khac biét gilta cac nhom
(p=0,0779). Ti 1& clia céc kiéu gen GG, GC va CC
trong nhom nghién clu tudng Ung la 24,72%,
50,55% va 24,72%.

Bang 2: Ti Ié phén bé cdc alen cua diém

da hinh rs1042522 trén gen p53
Nhém| Control | T2D Téng
Ki€u gen n| % [n| % [n| %
G 102/ 56,04 169 46,94 [271] 50,00
C 80(43,96[191| 53,06 271/ 50,00
Tong s6  [182(100,00360100,00/542/100,00
p=0,1804
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Két qua trén Bang 2 cho thay ti Ié phan bo
céc alen cua diém da hinh rs1042522 trén gen
p53 khong c6 su khac biét gilta cac nhom
(p=0,1804). Ti Ié cua cac cac alen G va C trong
nhdm nghién clru tuong duong nhau (chi€ém
50% cho moi alen).
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Hinh 1: Méi lién quan giira kiéu gen cua
diém da hinh rs1042522 trén gen p53 va
mot s6 chi s6 xét nghiém & bénh nhadn dai
thdo duong tip 2

Khi phan tich méi lién quan cla cac kiéu gen
cla diém da hinh rs1042522 trén gen p53 VGi
mot s6 chi s6 xét nghiém nhu glucose mau,
HbA1lc, Insulin va HOMA-IR khoéng phat hién su
khac biét nao vé cac chi sb nay gilta cac kiéu
gen (p>0,05, Hinh 1).

Bang 3: Phéan tich kiéu gen cua diém da
hinh rs1042522 trén gen p53 theo mé hinh
troi (Fisher's exact test)

Nhém| Control T2D Téng
Kiéu ge n| % [n| % |[n| %
GG 26 (28,57 | 41 (22,78 | 67 (24,72
CC+GC 65 (71,43|139(77,22|204|75,28
T6ng s6 91 (100,00/180{100,00/271 (100,00
M6 hinh troi p=0,3008

Két qua & Bang 3 cho thay, khi phan tich
theo md hinh trdi, kiu gen cta diém da hinh
rs1042522 trén gen p53 khong anh hudng dén
bénh nhan dai thao dudng tip 2 (p=0,3008).

Bang 4: Phéan tich kiéu gen cua diém da
hinh rs1042522 trén gen p53 theo mé hinh
lan (Fisher's exact test)

Nhém| Control | T2D Téng
Kiéu gen n % [n| % | n| %
|  GG+GC [76[83,52[128/71,11]204] 75,28

CC 15/16,48 |52 28,89 | 67 | 24,72

Tong s6  |91]100,00(180[100,00] 271 (100,00

. p=0,0261; OR=2,058; 95%
MO hinh lan CI=1,096 - 3,822

Mat khac, két qua & Bang 4 cho thay, khi
phén tich theo mé hinh I8n, ki€u gen cua diém
da hinh rs1042522 trén gen p53 lién quan dén
nguy cd xudt hién bénh dai thao dudng tip 2 vdi
OR=2,058; 95% CI=1,096 - 3,822; p=0,0261.

IV. BAN LUAN

Diém da hinh rs1042522 clia gen TP53 da
dugc xac dinh va mo ta kha rong rai 8 mot s6
quan thé. SNP rs1042522 (p.P72R) phd bién &
tat ca cac quan thé trén thé gidi nhung alen G
nam trong khoang tr 0,2 dén 0,7. Nghién clu
cla chdng to6i cho thay ti Ié phan bd cla cac alen
G trong nhom nghién cttu la 0,5 phl hgp véi cac
dir liéu cia mot sO nghién cliu khac [4]. Bong
thai, nghién ctu cling cung cdp ti 1€ phan bo cua
cac kiéu gen GG, GC va CC trong nhdm nghién
cliu tugng Ung la 24,72%, 50,55% va 24,72%.
La cd sé dir liéu tham khao cho cac nghién ciu
tiép theo.

Vai trd cta diém da hinh rs1042522 trong
gen TP53 cling dugc bao cao dén co lién quan
dén ty |é s6ng sot khdng méc bénh & bénh nhan
ung thu va [7]. Dong thdi, cac dir liéu cling chi
ra méi tuong quan dang k€& gitta tinh da hinh
TP53 rs1042522 va ung thu ¢6 t&f cung [8].
Ngoai ra, nghién clfu khac cling chi ra cac alen
cla diém da hinh rs1042522 khong khac biét
dang k& vé ty Ié luu hanh gitta bénh nhan dai
truc trang va doi ching, cling nhu khong lién
quan dang k& dén nguy cd ung thu dai truc
trang [2]. Nhu vay, cac di liéu vé vai tro cua
diém da hinh rs1042522 cia gen TP53 kha
phong ph va tuy thudc vao tirng bénh Ii cu thé.
Két qua nghién cru clia ching t6i cho thay ti 1€
phan bd kiéu gen clia diém da hinh rs1042522
trén gen p53 khong cé su khac biét gilta cac
nhém nghién clu.

M3t khac, diém da hinh rs1042522 cla gen
TP53 ¢d lién quan dén viéc tdng nguy cd bién
chirng vi mach, r6i loan lipid mau, giam nguy cc
viém tuyén gidp tu mién, c6 thé dugc coi la mot
d&u hiéu di truyén dé du doan mirc d6 nhay cam
dbi v8i mot s6 bién chiing va bénh di kém cua
bénh dai thdo dudng tip 1 [6]. Nghién cllu gan
day cling cho thdy diém da hinh rs1042522 cua
gen TP53 mdi lién quan dang k& vdi bénh dai
thdo dudng tip 2 trén quan thé ngudi chdu Au
[3]. Nghién clu trén quan thé ngudi Han &
Trung Qudc cho thdy cé méi lién quan dang k&
gilta tinh da hinh rs1042522 cta gen TP53 vdi
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tinh nhay cam vgi bénh bénh dai thao dudng tip
2 va cac bién chiing cla bénh [5]. Trong nghién
cliu cla ching tdi cling chi ra diém da hinh
rs1042522 trén gen p53 lién quan dén nguy co
xuat hién bénh nhan dai thao dudng tip 2.

V. KET LUAN

Ti 1é cla cac kiéu gen GG, GC va CC cua
diém da hinh rs1042522 trén gen p53 trong
nhém nghién cru tuong L'rng la 24 +72%, 50,55%
va 24,72%. Ti |1é cia cac cac alen G va C tuong
du‘dng nhau, chi€m 50% cho moi alen. Kiéu gen
clia diém da hinh rs1042522 trén gen p53 lién
quan dén nguy cc xuat hién bénh dai thao
dudng tip 2 theo mo hinh lan véi OR=2,058;
95% CI=1,096 - 3,822; p=0,0261.

Tai trg: Nghién clu dugc tai trg bdi S&
Khoa hoc va Cdng nghé Ha Néi cho TS. Bui Khac
Cudng, CNDT dé tai ma s6: 01C-08/04-2020-3.

TAI LIEU THAM KHAO

1. DeFronzo RA, Ferrannini E, Groop L, Henry
RR, Herman WH, Holst 1], Hu FB, Kahn CR,
Raz I, Shulman GI et al: Type 2 diabetes
mellitus. Nat Rev Dis Primers 2015, 1:15019.

2. Asadi M, Shanehbandi D, Zarintan A,
Pedram N, Baradaran B, Zafari V,
Shirmohamadi M, Hashemzadeh S: TP53
Gene Pro72Arg (rs1042522) Single Nucleotide
Polymorphism as Not a Risk Factor for Colorectal
Cancer in the Iranian Azari Population. Asian Pac
J Cancer Prev 2017, 18(12):3423-3427.

3. Burgdorf KS, Grarup N, Justesen JM, Harder
MN, Witte DR, Jorgensen T, Sandbaek A,
Lauritzen T, Madsbad S, Hansen T et al:
Studies of the association of Arg72Pro of tumor
suppressor protein p53 with type 2 diabetes in a
combined analysis of 55,521 Europeans. PL0S
One 2011, 6(1):e15813.

4. Doffe F, Carbonnier V, Tissier M, Leroy B,
Martins I, Mattsson JSM, Micke P, Pavilova S,
Pospisilova S, Smardova J et al: Identification
and functional characterization of new missense
SNPs in the coding region of the TP53 gene. Cell
Death Differ 2021, 28(5):1477-1492.

5. Guo D, Fang L, Yu X, Wang C, Wang Y, Guo
W: Different Roles of TP53 Codon 72
Polymorphism in Type 2 Diabetes and Its
Complications: Evidence from a Case-Control
Study on a Chinese Han Population. Int J Gen
Med 2021, 14:4259-4268.

6. Slominski B, Skrzypkowska M, Ryba-
Stanislawowska M, Mysliwiec M,
Trzonkowski P: Associations of TP53 codon 72
polymorphism with complications and
comorbidities in patients with type 1 diabetes. ]
Mol Med (Berl) 2021, 99(5):675-683.

7. ToyamaT, Zhang Z, Nishio M, Hamaguchi M,
Kondo N, Iwase H, Iwata H, Takahashi S,
Yamashita H, Fujii Y: Association of TP53
codon 72 polymorphism and the outcome of
adjuvant therapy in breast cancer patients. Breast
Cancer Res 2007, 9(3):R34.

8. Yu M, Zhang Q, Zhao X: Associations of MDM2
rs2279744 and TP53 rs1042522 polymorphisms
with cervical cancer risk: A meta-analysis and
systematic review. Front Oncol 2022, 12:973077.

NGHIEN CU'U THU'C TRANG DY PHONG THUYEN TAC
HUYET KHOI TINH MACH TREN BENH NHAN HOI SU’C TiCH CU’C

Nguyén Dirc Trung', Nguyén Hoang Quynh Trang?
Nguyén Thi Thu Thiy?, Nguyén Thj Lién Hwong?

TOM TAT

Muc tiéu: Mo ta thuc trang du phong thuyén tdc
huyet khdi tinh mach (TTHKTM) trén bénh nhan hoi
stc tich cuc (HSTC va phan tich tinh pht hdp so vdi
cac khuvén cao hién hanh. D6i tugng va phuong
phap: Nghién clu tién clru quan sat trén cac bénh
nhan diéu tri tai Trung tam HSTC, Bénh vién Trung
Udng Quan D0| 108 tur 13/10/2023 dén 13/12/2023
Két qua: Tong cdng 149 bénh nhan dua vao nghién
clu, bag gém 82 bénh nhan ndi khoa va 67 bénh
nhan phau thuat. Tudi trung binh 1a 58,7 (n&m); trong
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ddé nam gidi chlem da s6 (70,5%). Phan tang nguy cd
TTHKTM theo cac thang diém khuyén céo cho thay ty
I€ bénh nhan cd nhu cau du phong TTHKTM trong
vong 24 gid du va trong toan bd qua trinh didu tri tai
Trung tdm HSTC lan lugt la 74,5% va 87,9%. Tuy
nhién trén thuc t€, t;’/ I€ bénh nhan trong méu nghién
ctru dugc dy phong con thap (16,1%). Vi vay, ty 1é du
phong TTHKTM phu hgp & mdc thap (20,8%) véi ly do
khong phti hgp phé bién nhét 13 du phong thiéu. O
nhém bénh nhan du phong bang thudc, 50% la phu
hgp. Két luan: Mac du nhu cau du phong cla benh
nhan HSTC Ién, tuy nhién dy phong TTHKTM van
chua thudng quy va néi bat Ién van de du phong
thiéu. Dy phong phu hop theo khuyén céo dua trén
b&ng chiing gilp giam bién chiing va t&r vong do
TTHKTM. Bénh vién can cé cac giai phap can thiép
dudc tich hgp trong cac chuang trinh guan Iy sir dung
thuGc chdng dong nham nang cao han nifa chat lugng
du phong TTHKTM cho bénh nhan HSTC.



