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Tém tit

Béi canh: Ung thu gan (UTG) la loai ung thu pho bién thu bay trén toan thé gidi va la nguyén nhan thir tu gay tir vong
lién quan dén ung thu. Viéc phat hién sém 1a rt quan trong dé giam ty 18 tir vong do UTG gy nén. Cac xét nghiém chan
doan UTG truyen thong ¢6 nhitng han ché vé do nhay, d6 dac hiéu hodc chi phi cao, khién chung khong phu hgp dé sang
loc quy mé 1én. Do d6, sy phat trién cta cac phuong phap chan doan méi 1a can thiét dé phat hién sém UTG va nang cao
d6 chinh xéac.

Phwong phap: Chiing t6i da sir dung hai bo dit liéu microarray voi mot nén tang dugce tidu chuén hoa dé diéu tra sy biéu
hién microRNA (miRNA) toan dién tir 1.100 mau huyét thanh. Mot mo hinh chan doan miRNA duge phat trién tir két
qua gidi trinh ty cao thong lugng cac méu huyét thanh bénh nhan UTG, két qua qRT- -PCR tir cac nghién ctru trén PubMed
va cac mau huyét thanh ung thu khac (Ung thu da day, Ung thu duong mat, Bénh tuyén tuy/duong mat lanh tinh, Ung
thu rudt két, Ung thu thyuc quan, Ung thu tuyén tuy) dap (mg cac tiéu chi phan tich, v6i dbi ching la mAu huyét thanh
nguoi binh thudong. Phin mém R v.4.1.1 va g61 phan tich dir liéu Limma da duoc st dung dé tién hanh du doén sy thay
di biéu hién miRNA. Cudi cung, phan tich dién tich dudi duong cong (AUC) da dugc thuc hién dé danh gia tiém ning
chén doén cia cc ddu 4n sinh hoc miRNA nay.

Két qua: 17 miRNA biéu hién ting nhu hsa-miR-141-3p, hsa-miR-1228-5p, hsa-miR-625, hsa-miR-1249, hsa-miR-1913,
hsa-miR-3675, hsa -miR-4731, hsa-miR-4783, hsa-miR-6510, hsa-miR-6515, hsa-miR-6766, hsa-miR-6795, hsa-miR-
6796, hsa-miR-6798, hsa-miR -6800, hsa-miR-6859, hsa-miR-6870 va 4 miRNA biéu hién giam nhu hsa-miR-199a-5p,
hsa-miR-192-5p, hsa-miR-323a, hsa-miR-4706 khi so sanh gitta huyét thanh bénh nhan UTG va nhém chirng khée manh.

K&t luan: Nhiing phat hién cua nghién ciru nay cho thdy ring cac miRNA huyét thanh c6 tiérq nang dé phat trién thanh
cac dau an sinh hoc chan doan UTG khong xam lan trong tuong lai, véi do chinh xac cao va tiet ki¢m chi phi so véi cac
dau an sinh hoc quy udec.

Tir khéa: chan doan; miRNA; tin sinh hoc; ung thu gan.
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Abstract

Background: Liver cancer (LC) is the seventh most prevalent cancer worldwide and the fourth leading cause of cancer-
related mortality. Early detection is critical to reduce cancer deaths. Traditional diagnostic tests for LC have limitations
in terms of sensitivity, specificity, and/or cost-effectiveness, making them unsuitable for large-scale screening. The
development of new diagnostic methods is needed to provide an early and more specific detection of LC.

Methods: We analyzed comprehensive microRNA expression profiles from 1100 serum samples using two microarray
datasets with a standardized platform. A miRNAs diagnostic model was developed from LC, gRT-PCR results and other
cancer serum samples (Stomach cancer, Biliary tract cancer, Benign pancreatic/biliary tract diseases, Colon cancer,
Esophagus cancer, Pancreatic cancer) met the criteria for analysis. R v.4.1.1 and linear model with datasets analysis
(Limma) software were used to conduct differential miRNA expression analyses. Finally, the analysis of the area under
the curve (AUC) was performed to evaluate the diagnosis capacity of these miRNA biomarkers.

Results: 17 upregulated miRNAs such as hsa-miR-141-3p, hsa-miR-1228-5p, hsa-miR-625, hsa-miR-1249, hsa-miR-
1913, hsa-miR-3675, hsa-miR-4731, hsa-miR-4783, hsa-miR-6510, hsa-miR-6515, hsa-miR-6766, hsa-miR-6795, hsa-
mMiR-6796, hsa-miR-6798, hsa-miR-6800, hsa-miR-6859, hsa-miR-6870, and 4 downregulated miRNAs such as hsa-miR-
199a-5p, hsa-miR-192-5p, hsa-miR-323a, hsa-miR-4706. 21 miRNAs were significantly differentially expressed in LC
compared with normal controls.

Conclusion: Our findings suggest that serum miRNAs have the potential to be developed into non-invasive diagnostic
biomarkers for LC in the future with high accuracy and cost-effectiveness compared with conventional biomarkers.

Keywords: diagnostic; miRNAs; bioinformatics; liver cancer.

1. Pt van dé

Ung thu gan (UTG) 14 loai ung thu phd bién
thir bay trén toan thé gidi va 1a nguyén nhan thir
tu giy tr vong lién quan dén ung thu. Khu vuc
Pong A bao céo ty 18 tir vong cao nhat dbi véi
can bénh nay [1]. Theo bdo c4do cuia Globocan
(2020), UTG 1a loai ung thu pho bién nhat & Viét
Nam, véi ung thu biéu mé té bao gan chiém téi
90% céc truong hop. UTG ciing dan dau vé ty 18
tir vong - chiém 21% tong s6 ca tir vong do ung
thu. Tai Viét Nam, hau hét bénh nhan dugc phat
hién UTG ¢ giai doan mudn. Do do6 vi¢e chan
doan sém UTG sé& cai thién dang ké ty 1& phat
hién va séng sot & bénh nhan [2]. Mtc do biét
hoa cia cac té bao UTG twong quan véi muc do
nghiém trong ciia bénh. N6 con 1a mot yéu t6
quan trong trong viéc xac dinh tién luong va lua
chon diéu tri cho bénh nhian UTG. Cac xét
nghiém chan doan UTG truyén thdng, chang han
nhu alpha-fetoprotein (AFP) va xét nghi¢m hinh
anh c6 nhitng han ché vé do nhay, d6 dac hi¢u
va/hodc hiéu qua chi phi cao, khién chiing khong
phu hop dé sang loc quy md 16n [3, 4]. Do do,
su phat trién ciia cac phuong phap chan doan
méi 1a can thiét dé cung cp kha nang phat hién
UTG s6m va chinh xac hon.

miRNA 1a nhitng RNA nh¢ khong ma hoa ¢
thé diéu chinh biéu hién gen bang cach lién két
v6i cac phan tir RNA thong tin va ngan chan qua
trinh dich mé cta chung [1]. Sy biéu hién bat
thuong ciia miRNA c6 lién quan dén sy phét
trién va tién trién cua UTG, khién ching tro
thanh du 4n sinh hoc tiém niang dé phat hién va
theo doi sém bénh. Hién nay, cong nghé gidi
trinh tu thé hé tiép theo (Next-generation
sequencing, NGS) da cach mang hoa nghién ctru
ung thur bang cach cho phép phan tich dit liéu bo
gen va phién ma quy mé 16n. Piéu nay di dan
dén viéc xac dinh cac miRNA méi va cac muc
tidu ctia chung lién quan dén qua trinh sinh bénh
hoc UTG. Tir d6 két qua cung cip nhitng hiéu
biét méi vé co ché bénh ly, cting nhu cac muc
tiéu chan doan va diéu trj tiém nang [1].

Trong nghién cru nay, chung t6i nhim muc
dich 1am 15 cac miRNA chan doan tiém ning
duoc phat hién trong cic mau huyét thanh tur
bénh nhan UTG. Tir d6, két qua nay tao co s&
ban dau cho cac nghién ctru thir nghiém trong
tuong lai.
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2. Phuong phap nghién ciru
2.1. Déi twong nghién ciru

Mot quy trinh sang loc véi tr khoa “live
cancer” mang lai 50.104 két qua cho dén nam
2023 tr co s& dir liéu cong cong Gene
Expression Omnibus (GEO) (Hinh 1) va 11.825

két qué tir PubMed (https://www.ncbi.nlm.nih.gov/).
Dua trén hon ba mau huyét thanh tir bénh nhan
va nhoém ddi chimg khoe manh dé danh gia biéu
hién miRNA trong UTG. B¢ dir li¢u biéu thirc
miRNA dugc st dung 1la GSE59856
(GPL18941) va GSE59418 (GPL11154).

Initial keywords searched in GEO for
miRNA , CircRNA , mRNA datasets

-Liver cancer

-Homo sapiens
-Up to 2023

50104 results

12 datasets related to
miRNA, CircRNA, mRNA

4 y

2 datasets related to 6 datasets related to
CircRNA found miRNA including:
PBMCs +3 datasets found for
Plasma
+3 datasets found for
Serum

4 datasets related to
mRNA found PBMC

N

50092 datasets were included based on "tittle"
"overall design” and "conclusion" in GEO
accession display, including:

+ 842 datasets related to methylation,
LnsRNA,SNPs,RT-PCR

+ 22 datasets did not contain platform

+ 171 datasets have another type of research (
such as cell line, ..)

+ 2567 datasets did not contain case control studies

* 199 datasets tissue
* 2368 datasets cell

12 datasets for miRNA, CircRNA, mRNA had been selected from GEO:
GSE123972,GSE123972,GSE123605,GSE120663,GSE65708,GSE59418,GSE59856

,GSE58208,GSE36076,GSE50013,GSE49515,GSE10459

y

Hinh 1. Su lya chon bo dix liéu GEO

2.2. Phwong phdp nghién ciru

Téng s6 c6 208 mau huyét thanh bao gdm 55
UTG va 153 mau ddi chimg khoe manh tir cac
b6 s6 liéu GSE, va cac mau huyét thanh ung thu
khéc (Ung thu da day, Ung thu dudong mat, Bénh
tuy/duong mat lanh tinh, Ung thu rudt Kkét, Ung
thu thyc quan, Ung thu tuy) da dép tng ti€u chi
dé phan tich. ID GSE, dir liéu cao thong lugng
va cac dic diém ctia nhdm dbi chiing khoe manh
va UTG da duogc thu thap trong mot t€p ma tran
chudi va dugc phan tich béi R v. 4.1.1 va mo
hinh tuyén tinh véi phan mém phan tich tap dir
lidu (Limma) dd duoc st dung dé tién hanh phan
tich sy biéu hién khac biét cac miRNA. Cac gia
tri p d duoc tinh todn bang bd cong cu sira ty 16
phat hién sai (False discovery rate, FDR) trong

phan mém R. Gia tri p<0,05 va FDR < 0,05 ddi
v6i GSE (fold change > | 0,5 | ) duoc coi 1a déu
hiéu cta sy khac biét dang ké [5].

Sau d6, két qua phan tich tin sinh hoc cho
UTG va két qua qRT-PCR tir cac béo cdo trén
PubMed trude d6 cung sau b dir li¢u lién quan
dén cac bénh ung thu khic da duoc giao thoa dé
phan tich. Cubi cung, phan tich dién tich duéi
duong cong (The area under the curve, AUC) da
duoc thue hién dé danh gia kha nang chan doan
clia cac dau 4n sinh hoc miRNA nay.

2.3. Tuyén bé dao dirc

Céc b s6 liéu GSE thudc vé bo dir liéu cong
khai. Nhiing nha khoa hoc dong gop cho co so
dwr li¢u nay da nhan duoc su chép thuan vé mit
dao dirc theo hudng dan cua tuyén bd Helsinki.
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3. Két qua

3.1. Xdc dinh cdc miRNA dwoc biéu hién khdc
nhau trong da ung thw

Tir bo s6 liéu GSE59856 voi hé théng giai
trinh ty cao thong lugng 3D-Gene Human
mMiRNA, hé thong giai trinh tu phat hién duoc
2540 miRNA luu hanh. Cac mAu huyét thanh thu

duoc tir cac nhom bénh nhan duge chin doan
Ung thu Gan, Ung thu da day, Ung thu duong
mat, Ung thu duong mat/ tuy lanh tinh, Ung thu
rudt két, Ung thu thuc quan, Ung thu tuyén tuy
va Nhom ddi chimg khoe manh (Bang 1, Bang 2
va Hinh 2). Pdng thoi, chung toi phéan tich thém
duogc su biéu hién khac biét miRNA tir b s6 lidu
GSE59418 (Bang 3).

Bang 1. S6 lwong mau phan tich cao théng lwong miRNA trong GSE59856

Bd s6 liéu S6 miu bénh nhan Ung thw | S6 miu ngudi khée manh
Ung thu Gan 52 150
Ung thu da day 50 150
Ung thu duong mat 98 150
U duong mat/ tuy lanh tinh | 21 150
Ung thu rudt két 50 150
Ung thu thuc quan 50 150
Ung thu tuyén tuy 100 150

Bang 2. M6 ta cac miRNA biéu hiéu khéc biét trong céc bo sé liéu ung thu cia GSE59856

Nhém bénh va nhém khée manh miRNA biéu hi¢n ting | miRNA biéu hi¢n giam
Ung thu gan 234 49

Ung thu da day 56 147

Ung thu duong mat 21 70

Ung thu duong mat/ tuy lanh tinh 56 136

Ung thu rudt két 52 181

Ung thu thuc quan 58 150

Ung thu tuyén tuy 27 59

(A) miRNA trong Uhg thr da day

“

£l

og10(P. Value}

Fa

]

(D) miRNA trong Ung thar rudt két

ogFc
(B) miRNA trong Ung thir duong mat

- - 0 1
ogFC
(E) miRNA trong Ung thr thirc quan

(C) miRNA trong dlrvb‘ug mat/ tuy lanh
tinh

\\\\\

(F) miRNA trong Ung thu tuyén tuy

Hinh 2. Hinh ni lira biéu hién khac biét miRNAs
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Béang 3. Mo ta su biéu hiéu khac biét miRNA gitta nhom UTG va nhém ddi chung khoe manh
trong bo s6 liéu GSE59418

STT | Cac mIRNA LogFC E.'f’“ CacmiRNA | Logrc | Bléu
ién hién
1 hsa-miR-190b R+1 | 3.6388 Tang | hsa-miR-30a-3p | -1.1098 | Giam
2 hsa-miR-141-3p 2.7856 Tang | hsa-miR-199a-5p | -1.1673 | Giam
3 hsa-miR-4532_R+2 | 2.7305 Tang | hsa-let-7f-5p -1.5315 | Giam
4 hsa-mir-6127-p3 2.2160 Tang | hsa-miR-122-5p | -1.5541 | Giam
5 hsa-miR-99b-3p_R2 | 2.1965 Tang | hsa-miR-192-5p | -1.8601 | Giam
6 hsa-miR-1228-5p 2.1418 Tang | hsa-miR-98-5p -1.9419 | Giam
7 hsa-miR-574-3p | -2.3556 | Giam
8 hsa-miR-30e-3p | -2.3999 | Giam
9 hsa-miR-6852-5p | -3.7583 | Giam

Pau tién, cac phén tich cho thdy 504 miRNA
biéu hién ting va 792 miRNA biéu hién giam
trong cac mau huyét thanh ung thu (Bang 2).
Ngoai ra, chung t6i da chi ra thém 67 miRNA
duoc biéu hién ting va 13 miRNA biéu hién
giam trong cac mau huyét thanh UTG tir két qua
gRT-PCR trén PubMed. Thir hai, két qua giao
thoa cac bo s6 liéu tir Venny ver. 2.1 cho thay 53
miRNA duoc biéu hién tang va 25 miRNA biéu
hién giam trong cic mau huyét thanh UTG (Hinh
3). Trong s6 d6, chung toi thdy rang biéu hién
giam hsa-miR-575 ciing xay ra dong thoi &
UTG, bénh duong tuy / dudng mat lanh tinh va

Phan tich sau

Ung thu tuyén tuy. Do d6, chiing t6i loai bo cac
mMiRNA nay vi tinh déc hiéu kém ctia nd. Ching
t6i thiy rang biéu hién giam hsa-miR-199a-5p va
hsa-miR-192-5p; hsa-miR-141-3p va hsa-miR-
1228-5p biéu hién ting [6]. Tt ca bén miRNA
nay chi xuat hién trong bo dir lieu UTG va da
dugc x4c nhan 1a duoc thé hién khac biét thong
qua gRT-PCR. Ngoai ra, chung t61 da du doan
thém 17 dau 4n sinh hoc miRNA tiém ning khac
cho UTG. Két qua nay goi y rang, nghién ctru sé
c6 thé tiép tuc giai doan 2 khi nghién ctu trén
mau bénh pham huyét thanh cua nhém UTG va
nhoém khoe manh tai Viét Nam.

hsa-miR-199a-5

hsa-miR-192-5p

biéu hién giam*
S

== LIz

a=
—_—

Hop nhat bo dir liéu ung
thw gan, két qua qRT-PCR
va cac bénh ung thw khac

GSES9856-down

GSES918-do
kit GSES98S6-Up

qRT-PCR-down

qRT-PCR-Up

Keét qua giao thoa so liéu

2
85 miRNA biéu hién ting
28 miRNA biéu hién giam

Két qua phan tich sau

T
hsa-miR-141-3p
hsa-miR-1228-5p
biéu hién tang*

Két qua qRT-PCR tir PubMed,
*P <0.001

Hinh 3. Phén tich chéo su biéu hién khac biét miRNA gitra UTG v6i cac bénh ung thu khac khi so sanh nhiéu bo s lidu
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3.2. Phan tich AUC ciia cdc miRNA cho thdy
tiém nding chén dodn

Chung t6i da phat hién 17 miRNA biéu hién
ting va 4 miRNA biéu hién giam trong huyét
thanh cta bénh nhan mic UTG so v&i huyét
thanh ctia nhom d6i chimg khée manh. Phan tich
AUC déu trén 90%, cu thé nhu hsa-miR-625-3p
voi AUC: 0,940(95%CI: 0,894-0,986); hsa-
miR-1249-3p véi AUC: 0,960(95%CI: 0,927-
0,993); hsa-miR-1913 vai AUC: 0,936(95%CT:
0,896-0,976); hsa-miR-6510-5p vo6i AUC:
0,916(95%Cl: 0,865-0,967); hsa-miR-6515-3p
voi AUC: 0,959(95%CI: 0,930-0,987); hsa-
miR-6766-3p véi AUC: 0,971(95%CI: 0,943-
0,998); hsa-miR-3675-3p voi AUC:
0,934(95%Cl. 0,884-0,985); hsa-miR-4731-3p
voi AUC: 0,921(95%CI: 0,859-0,982); hsa-
miR-4783-3p véi AUC: 0,920(95%CI: 0,880-

ncomoEmrans  §

Spectaty Specihcny Spmcticey
hsa-miR-625-3p hsa-miR-1249-3p hsa-miR-1913

Soechty Soachcty B d
hsa-miR-3675-3p hsa-miR-4731-3p hsa-miR-4783-3p

hsa-miR-6859-3p hsa-miR-6870-5p

hsa-miR-6800-3p

]

AComsosesosr X

e Soectcey Stoctces
hsa-miR-199a-5p hsa-miR-192-5p hsa-miR-141-3p

0,960); hsa-miR-6795-3p voi AUC:
0,933(95%Cl: 0,876-0,990); hsa-miR-6796-3p
voi AUC: 0,935(95%CI: 0,878-0,992); hsa-
miR-6798-3p véi AUC: 0,941(95%CI: 0,886-
0,995); hsa-miR-6800-3p voi AUC:
0,936(95%Cl: 0,877-0,994); hsa-miR-6859-3p
voi AUC: 0,914(95%CI: 0,854-0,975); hsa-
miR-6870-5p véi AUC: 0,941(95%CI: 0,898-
0,985); hsa-miR-323a-5p voi AUC:
0,907(95%Cl: 0,860-0,954); hsa-miR-4706 vé&i
AUC: 0,906(95%ClI: 0,858-0,954); hsa-miR-
199a-5p voi AUC: 0,963(95%Cl: 0,866-0,976);
hsa-miR-192-5p vo6i  AUC:  0,994(95%CI:
0,944-0,998); hsa-miR-141-3p véi AUC:
0,944(95%Cl: 0,880-0,960); hsa-miR-1228-5p
v6i AUC: 0,981(95%CI: 0,898-0,985). Két qua
thu duoc cho thiy tiém ning chan doan cao cua
cac miRNA trong viéc phan biét gitra bénh nhan
UTG va nhom dbi chimg khoe manh (Hinh 4).

hsa-miR-6515-3p

hsa-miR-6798-3p

Scactory
hsa-miR-6796-3p

hsa-miR-323a-5p hsa-miR-4706

Spechcy
hsa-miR-1228-5p

Hinh 4. Hién thi AUC > 90% ctia cic miRNA quan trong trong nghién ctru
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4. Théo luin

Mic du c6 nhiéu tién bd trong nghién ctru vé
UTG nhung cho dén nay, viéc chan doan sém
UTG van 1a mot nhiém vu ddy thach thic. Trong
nghién ctru nay, ching t6i da xac minh hd so 21
miRNA luru hanh tiém nang tir phan b co s& dir
liéu GEO trén NCBI chi xuét hién trong bd $6
liéu phan tich bénh nhan UTG va nhém ddi
ching khée manh. Cac miRNA dugc xéc dinh
cho thiy AUC > 90% trong ca bo dit liéu phat
hién. Diéu nay xac nhan réng dd nhay va d¢ dac
hiéu cao ctia chung trong két qua du doan. Trong
d6, hsa-miR-199a-5p va hsa-miR-192-5p biéu
hién giam; hsa-miR-141-3p va hsa-miR-1228-
5p biéu hién ting da dugc xac minh bang qRT-
PCR[6-9]. Tir d6 cho thdy két qua phén tich cta
chung t6i trong nghién clru nay 1a c6 co sé cho
viéc nghién ctru vé UTG tuong lai. Piéu tha vi
1a ching t6i nhan thiy rang qua trinh sang loc
dau 4n sinh hoc miRNA s tr& nén don gian va
pht hop hon véi viéc lya chon mau sinh thiét
long khong xam 14n 1 huyét thanh. Mat khac,
nghién ctru nay da st dung céc ti€u chi lya chon
vé mit 1am sang va s6 luong mau ctia mdi bd s6
liéu 16n. Do d6, két qua s& giam thiéu nguy co
sai léch tiém an. Dong thoi, ching t6i con tién
hanh phan tich thém cac bo s6 liéu giai trinh tur
cao thong lwong miRNA lién quan dén cac nhoém
ung thu khac. Diéu niy s& gitp xac minh gia tri
dac hi€u cua cac miRNA duogc phan tich, va
tranh duoc nguy co sai s6 do su xuat hién ngiu
nhién cta cac diu 4n sinh hoc miRNA. Nhiing
yéu t6 nay hoan toan c6 kha ning anh huong dén
két qua. Qua trinh thiét 1p cua nghién ctru nay
cha yéu tap trung 1am rd cac dy doan vé nhimng
du 4n tiém nang lién quan dén chan doan UTG
qua mau huyét thanh, tao tién dé& cho nhimng
nghién ciru thyc nghiém tiép theo sau nay.

Cic miRNA khong co té bao (cell free
miRNA) c6 tat ca cac diac diém cta mot dau an
sinh hoc ung thu, chéng han nhu tinh 6n dinh
trong qua trinh xr 1y va bao quan mau mau.

Dong thoi, n co kha ning phan anh tinh trang
bénh 1y khéi u [10-12]. Ké tir khi miRNA duoc
tim thay trong cac dich co thé (huyét thanh,
huyét twong) va quan sat thiy co su thay dbi vé
néng dd miRNA luu hanh trong bénh nhan, cac
miRNA khong té bao tré thanh mot trong nhiing
ddu 4n ung thu c6 tiém ning trong viéc chan
doan sém, tién luong va dua ra huong diéu tri
[13, 14]. Su thay d6i biéu hién cia miRNA ciing
da dugc nhiéu nghién ctru trude day cong bd dé
phat hién UTG thong qua cac dau 4n sinh hoc
miRNA tir huyét thanh. Sorop va cong su di cho
thiy cac miRNA trong ti ngoai bao 1a diu an
sinh hoc va muc tiéu diéu tri cho ung thu biéu
mo té bao gan v6i cac miRNA biéu hién ting
nhu miR-224, miR-21, miR-93, miR-1247-5p,
miR-92b, miR-210-3p, MiR-665 va cac miR-
718, miR-638, miR-9-3p, miR-744 biéu hién
giam [15]. Trong mot phan tich toan dién vé
miRNA trong giai doan tién UTG, Umezu va
cong su [16] sir dung mau huyét thanh nguoi dé
tién hanh phan tich bi¢u hién khac biét miRNA
lién quan dén 06 biéu hién ting 1a let-7f-5p,
miR-10b-5p, miR-143-3p, miR-191-5p, miR-
21-5p, miR-26a-5p. Cac phan nhom khac biét
ctia UTG ciing c6 thé lién quan dén biéu hién bat
thuong cua ciac miRNA cu thé. Thong qua céac
bdo cdo méi nhat vé cau hinh miRNA va tiém
ning ciia cac RNA nho trong chan doan UTG
nhu miR-375, miR-92a, miR-500, miR-192,
miR-21, miR-885-5p, mMiR-224, mIiR-146a,
miR-221, let-7f, miR-375, miR-25 [7, 17], cac
miRNA ciing dé dang dugc gidi phong trong
dich co thé va mau trong qua trinh viém gan lién
quan dén HBV/HCYV ciing nhu viém gan chuyén
hoa, nghién rugu, do thude va viém gan ty mién.
Céc miRNA biéu hién ting trong huyét thanh
danh riéng cho gan bao gdm miR-122-5p, miR-
99a-5p, MiR192-5p, miR-122, miR-29a, miR-
29b, miR-29c, miR-210, miR-21, miR-134,
miR-424-3p, miR-629-5p, miR-19a, miR-296,
miR-130a, miR-195, miR-192, miR-34a, miR-
146, miR-99a, miR-125b, miR-720, miR-22,



80 T.C.My Thanh, T.N.Thanh Poan, ... / Tap chi Khoa hoc & COng nghé Pai hoc Duy Tan 02(63) (2024) 73-81

miR-143, miR-215, miR-16, miR-2, miR-25,
miR-375, let-7f, miR-18a, miR-221, miR-222,
miR-224, miR-155, miR-146a [8].

Cac miRNA 1a cac dau 4n tiém ning cia ton
thuong gan (chii yéu thong qua qua trinh chét
theo chuong trinh, hoai tir té bao) hodc viém gan
v6i biéu hién da dang cua ching trong thoi gian
cép tinh, man tinh, xo gan va ung thu biéu mo té
bao gan [8]. Cac ing dung cia miRNA Iuu hanh
lam diu 4n sinh hoc 1am sang da nhan dugc
nhiéu sy quan tdm 16n hién nay. Xu va cong su
[18] d4 phan tich mdi twong quan gitra biéu hién
miR-122 trong huyét thanh va tién luong ¢ 122
bénh nhan UTG va két qua cua nghién ciru cho
thiy nhitng bénh nhan UTG c6 biéu hién miR-
122 trong huyét thanh cao c6 ty 1& séng sot
chung t6t hon dang ké so v&i nhitng bénh nhan
c6 néng do miR-122 thap. Su biéu hién qua muic
ctia miR-122 trong huyét tvong trude khi diéu tri
cling tuong quan voi tinh trang tai phat som ¢
bénh nhan UTG véi phuong phap diéu tri bang
phuong phéap hoa tri thuyén tic qua dong mach
[19, 20]. Li va cong su [20] phat hién mc do
biéu hién miR-221 trong huyét thanh cao c6 lién
quan dén kich thudc khéi u, xo gan va giai doan
khéi u ¢ 46 bénh nhan UTG. Két qua nghién ciru
cho thiy biéu hién miR-221 dang luu hanh co6
thé 1a mot dau hiéu tién luong. Trong mdt nghién
ctru sang loc 16n, Zhang et al [21] da diéu tra cac
miRNA ¢ kha ning tién luong bang cach sir
dung dir liéu tir 54 bai bao c6 lién quan va 6.464
bénh nhan va xac dinh miR-148a va miR-192
dang luu hanh 1a cac dau hiéu tién lugng déng
tin cay trong UTG. Mot s6 nghién ctru di xac
dinh cdc miRNA luu hanh 1a dau hiéu dy doan
li¢u phap [22, 23]. Chuma va cOng su [22] da
bao céo rang huyét thanh miR-1246 dy doan tai
phat khéi u som sau khi cit bo gan. Ngoai ra,
ndéng do miR-181a-5p va miR-122 trong huyét
thanh dugc phat hién 1a ¢6 kha nang du doan dap
g v6i viée diéu trj trong UTG [7, 24].

Trong nghién ctru cua chung t6i, su két hop
cac miRNA trong thir nghiém trén nhém thudn
tap tiép theo s& x4c nhén vai tro clia cic miRNA
trong két qua du doan nay. Cudi cung, co ché
chinh x4c cta timg miRNA van chwa duoc biét
13. Cac bao c4o sau hon vé miRNA tiém ning s&
gitp ching ta hiéu rd hon vé co ché ung thu.
Nghién ctru ndy 13 hiru ich dé goi ¥ cho nhirng
nghién ctru tiép theo vé chan doan 1am sang hoic
diéu tri cho bénh nhan UTG.

5. Két ludn

Nhitng nd lyc khdm pha 21 miRNA cia
chung t6i lién quan dén UTG nham muyc dich sir
dung miRNA nhu 14 céc diu 4n sinh hoc tiém
ning trong chan doan sém bénh 1y nay. Trong
tuong lai, sy phét trién cta chan doan phan tir va
tin sinh hoc két hop v6i mau sinh thiét 1ong s&
c6 thé nhu mot quy trinh trong chdm séc stc
khoe co6 gia tri y hoc. Nhitng thuc nghiém trén
lam sang s& 1a can thiét dé cing cb viing chic
hon cho nhitng dy bao d4u 4n sinh hoc tiém ning
nay.
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