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Tom tit:

Cac phan tir RNA dai khong ghi ma (IncRNA) co6
chii yéu trong nhan ciia té bao va tham gia vao
nhiéu qua trinh diéu hoa biéu hién gen khac nhau.
Mirc do biéu hién bat thwong cia cic phan tir
IncRNA dwoc cho 1a c6 vai tro dbi véi hoat dong di
ciin, xAm l4n va ting sinh ctia khoi u, trong dé ¢6
ung thw phéi khong té bao nhé (UTPKTBN). Cac
IncRNA ciing dworc phat hién thiy c6 biéu hién ting
hoic giam trong cic exosome do té bio ung thu tiét
ra, do d6 chiing ¢6 tiém ning dwoc sit dung nhw
mét chi thi sinh hoc ung thu khong xAm 1an. Trong
nghién ciru nay, micc d9 biéu hién ciia IncRNA
UCAL trong exosome huyét twong dwoc xdc dinh
trén 29 miu bénh nhin dwoc chidn doin mic
UTPKTBN va 29 miu huyét twong ddi chirng dwoc
liy tir ngwoi khong mic b¢nh UTPKTBN va cac
bénh lién quan dén phdi bang phwong phap PCR
dinh lwgng (qPCR) sir dung SYBR Green. Sau do,
cac phuong phap phan tich thong ké dworc sir dung
dé danh gia moi lién quan giira mirc do biéu hién
ciia IncRNA UCAL v6i cic dic diém bénh hoc ciia
UTPKTBN. Két qué cho thay, IncRNA UCA1 ¢6
biéu hién giam trong exosome huyét twong ciia bénh
nhan UTPKTBN so véi nhém ddi chimg (p=0,05),
dac biét 1a glam & giai doan sém (giai doan I + II).
Tuy nhlen, biéu hién ciia IncRNA UCA1 khéong
¢6 moi lién quan véi cac dac diém bénh hoc cia
UTPKTBN nhw do tudi, gidi tinh, tinh trang hit
thudc 14 va udng rwou, kich thuéc kh(”')i u, giai doan
bénh, mirc @9 x4m lan, mirc d9 hach va mirc d9
di cin ciia khoi u. Nghién ciru da cung cép cic 0
li¢u ban dau vé biéu hién ciia IncRNA UCAL1 trong
exosome huyét twong ciia bénh nhan UTPKTBN
ngudi Viét Nam 1am tién dé cho cac nghién ciru siu
hon vé IncRNA trén nhém bénh nhén nay.

Tir khod: cac phan tir RNA dai khong ghi ma, cac
phin tir RNA dai khong ghi ma UCAL, exosome,
ung thw phoi khong té bao nhé.
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Abstract:

Long non-coding RNAs (IncRNAs), mainly found in the nucleus of cells, are
involved in different gene expression and regulation processes. Growing
evidence has shown that abnormalities in the expression levels of IncRNAs
play an important role in tumour metastasis, invasion, and proliferation,
especially in non-small cell lung cancer (NSCLC). LncRNAs were also found
to be upregulated or downregulated in exosomes secreted by cancer cells,
thus they have the potential to be used as a non-invasive cancer biomarker.
In this study, the expression of exosomal IncRNA UCA1 was determined
on 29 plasma samples of patients with NSCLC and 29 controls who did not
have NSCLC or related lung diseases by quantitative PCR using SYBR
Green. Then, statistical analyses were used to evaluate the association
between the expression of IncRNA UCAL1 and some pathological features of
NSCLC. The results showed that IncRNA UCA1 was downregulated in the
exosomes of NSCLC patients compared with the control group (p=0.050),
especially in the early stage (stage I + II). However, there was no association
between the expression of IncRNA UCA1 and some pathological features
of NSCLC, such as age, sex, smoking, alcohol consumption, tumour size,
disease stage, lymph nodes, or tumour metastasis. This study provided the
initial data on the expression of exosomal IncRNA UCAL in the plasma
of Vietnamese patients with NSCLC and further studies on the larger
samples are needed to be continued.

Keywords: exosome, long non-coding RNA, long non-coding RNA UCAL,
non-small cell lung cancer.
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1. Dédt van de

Céac RNA dai khong ghi ma la mot ho cac phan tor RNA
khong ma hoa cho protein, co chiéu dai >200 nucleotide
(thuong co kich thude 1.000-10.000 nucleotide), tham gia
vao diéu hoa biéu hién gen & mirc d6 sau phién mi va cac
qua trinh sinh hoc khac cta t& bao nhu cai bién soi nhiém
sdc, dich m, cai bién protein... [1, 2]. Cac IncRNA co thé
tao thanh cAu trac bac 2 hodc 3 nén co thé dong vai tro vira
nhu RNA, vira nhu protein. Khong gidng nhu mRNA, cac
IncRNA ¢6 chu yéu trong nhan cua té bao v6i muc do biéu
hién thdp va dic hiéu cho loai t& bao [3]. Bit thuong trong
mirc d6 biéu hién cua cac phéan tir IncRNA co thé gay ra
nhiéu bénh, trong d6 c6 ung thu [4]. LncRNA duoc chia
thanh 2 loai: IncRNA giy ung thu va IncRNA trc ché khéi
u. Cac IncRNA c6 thé kich hoat hodc tre ché biéu hién gen
thong qua nhiéu co ché khéac nhau, hoat dong don 1¢ hodc
két hop voi cac phan tir microRNA (miRNA) va cac phan
tir khéac nhu mot phan cua cac con duong trao d6i chat khac
nhau. Trong nhimg niam gin day, mot sé lwong 16n cac
IncRNA di duoc tim thay trong UTPKTBN va dugc cho 1a
¢6 vai tro trong di can, xdm 14n va tang sinh khéi u [3, 6].

Biéu hién cua cac IncRNA ciing duoc phat hién thiy
trong huyét thanh ciia bénh nhan ung thu va trong cac
exosome dugc tiét ra tir t& bao ung thu [7]. Exosome 1a cac
bong ngoai bao c6 dudng kinh 30-100 nm va c6 ty khoi
1,10-1,18 g/ml [8]. VO ngoai cua exosome la mang lipid
kép co cdu tric twong tu nhu mang té bao, bén trong cd
chira nhiéu thanh phan bao gém cac protein bé mat, lipid,
cac chét chuyén héa va vat liéu di truyén (DNA, mRNA,
IncRNA, miRNA...) dic trung cho loai té bao tiét ra, do do
c6 thé phan anh ngudn gdc va trang théi sinh 1y cua té bao
giai phong ra exosome [9, 10]. LncRNA trong exosome co
thé do té bao ung thu tiét ra va nhap vai t& bao nhan. Giai
trinh tu RNA cho thiy cac RNA trong exosome phan anh
cac thanh ph:‘in RNA ndi bao va c6 sy khac biét gitra té bao
binh thuong va té bao ung thu [11]. Cac nghién ciru trude
day ciing chi ra rﬁng, mot sd IncRNA ¢6 murc do biéu hién
thép trong t& bao nhung lai dugc lam gidu trong exosome
duoc tiét ra. Hodc nguoc lai, mot s6 IncRNA duoc théy co
biéu hién ting trong md ung thu nhung lai c¢6 biéu hién giam
trong exosome tach tir huyét twong [12]. Diéu nay cho thay,
cac IncRNA dugc dong gdi chon loc vao trong exosome va
¢6 thé tac dong hiéu qua dén cac té bao nhan ciing nhu qua
trinh phat sinh ung thu. Do do, cac phan tir IncRNA trong
exosome co tiém nang dugc st dung nhu mét chi thi sinh
hoc ung thu khong xam l4n [13].
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LncRNA UCAI niam & vi tri 19p13.12 trén nhiém séc
thé s6 19 ctia ngudi, c6 kich thude 1,4 kb bao gom 3 exon
va 2 intron v&i nhidu méi bo ba két thiic va khong ¢ khung
doc mo [14]. LncRNA UCA1 duogc bao cao co vai tro thiic
ddy qua trinh ting sinh té bao, xam l4n va di cin xa [15].
Trong cac nghién ctru truée day, IncRNA UCAL da dugc
xac dinh 1a mot chi thi tién luong cho su di can cta ung thu
bang quang va c6 mbi lién quan voi mot s dang ung thu
khac & nguoi nhu ung thu vi, dai truc trang va ung thu phoi
[16]. Cac nghién ciru trudc day da chi ra rang, biéu hién
cao qua mirc cia IncRNA UCA1 trong mau mé UTPKTBN
s0 v&i cac md khong ung thu 1an can lam tang nguy co co
tién lugng x4u & bénh nhan va c6 mbi lién quan véi mot )
dac diém bénh hoc cua bénh UTPKTBN [17-19]. Mdc du
vdy, van chua c6 nhiéu nghién ctru vé mirc d6 biéu hién ciia
IncRNA UCAL trong exosome huyét twong ctia bénh nhan
UTPKTBN. Do viy trong nghién ctru ndy, ching t6i tién
hanh phan tich mirc d6 biéu hién ctia IncRNA UCAL trong
exosome huyét twong ctia bénh nhan UTPKTBN, tir d6 xac
dinh mdi lién quan giita biéu hién ctia IncRNA UCA1 véi
mét sb ddc diém bénh hoc cia bénh UTPKTBN.

2. Doi tuong va phuong phap nghién ciiu
2.1. Poi twong

Mau nghién ctru gdm huyét twong ciia 29 bénh nhan
duoc chan doan mac UTPKTBN chua trai qua diéu tri, trong
d6 ¢6 15 nam va 14 nit voi do tudi trung binh 1a 61,62 tudi
do Bénh vién Phoéi Trung wong cung cap c6 kém céac thong
tin vé dic diém bénh hoc. Dua trén chan doan mo bénh hoc
vé kich thudc khéi u va mirc do di can theo phan loai khoi
u, hach, di can (TNM, trong d6: T - Tumour la khéi u, N -
Nodes 1a mirc d6 lan ctia khéi u dén cac hach bach huyét gan
d6, M - Metastasis la di can), nhom bénh nhan UTPKTBN
dugc chia thanh 2 nhém: 16 bénh nhan ¢ giai doan sém I +
IT va 13 bénh nhan ¢ giai doan mudn I1I + I'V. Bénh nhan da
trai qua hoéa tri, xa tri hodc ding thude diéu trj khong dugc
ldy mau sir dung cho nghién ciru.

Mau dbi chimg gdm 29 miu huyét twong dugc lay tir
nguoi khoé manh, khong mic bénh UTPKTBN va cac bénh
lién quan dén phdi (c6 cing thanh phan vé tudi va gi6i tinh
v6i1 bénh nhan UTPKTBN) do Bénh vién Pai hoc Quéc gia
Ha Noi cung cip.

T4t ca bénh nhan déu duoc biét vé muc dich va déng y
tham gia nghién ctru. Viée lay mau dugc tuan theo cac quy
dinh hién hanh vé dao dirc trong nghién ctru y hoc.
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2.2. Phwong phdp nghién cuu

- Phan tach exosome tir huyét twong: 300 pl mau huyét
tuong cua mdi bénh nhan duoc ly tam 10.000 vong/phut
trong 5 phut ¢ 4°C va loc qua mang loc 0,22 pm (Satorius,
Prtic). B sung 300 pl dém PBS pH 7,4 (di duoc loc qua
mang loc 0,22 pm), tron déu va tién hanh siéu ly tdm lan
thir nhat & 120.000 vong/phut, 4°C trong 70 phit bing may
Optima TLX Ultracentrifuge (Beckman Coulter, Hoa Ky)
str dung rotor goc cd dinh MLA-130. Lap lai budc nay lan
thtr hai va loai bo dich ndi, thu cian exosome cho cac bude
tiép theo.

- Tach chiét RNA tong s6: RNA tong s trong exosome
huyét tuong duoc tach chiét bang Total Exosome RNA &
Protein Isolation Kit (Thermo Scientific, Hoa Ky) theo quy
trinh cua nha san xuat. Dich sau tach chiét duge co dic bi‘mg
may c6 chan khong (Speedvac - Thermo Scientific, Hoa Ky)
tir thé tich 100 xudng con 20 pl. Nong do RNA tong s6
duoc dinh lugng béng do mat do hép thu anh sang ti ngoai
cua acid nucleic ¢ budc song 260 nm (A260) st dung may
NanoDrop 2000c (Thermo Scientific, Hoa Ky). B tinh
sach cia RNA tach chiét duoc xac dinh bing ty s6 A260/
A280 trong khoang 1,8-2,0. RNA téng s6 dwoc bao quan &
-20°C cho dén khi sir dung.

- Chuyén RNA thanh ¢cDNA: RNA dugc phién mi
nguoc thanh cDNA bang bd kit GoScript (Promega, Hoa
Ky) theo hudng dan cta nha san xuét. Tron 10 pl dung dich
chira RNA véi cac mdi ngau nhién va it ¢ 70°C trong 5 phiit.
Pém phan tmg c6 tong thé tich 15 ul, bao gdm 2 ul dém
GoScript™ x5; 0,6 ul MgCl, (25 mM); 0,5 ul PCR hén hop
nucleotide; 0,25 pl chét trc ché ribonuclease tai to hop; 0,5
ul enzyme phién ma nguoc GoScript™ va nude. Chu trinh
nhiét gdm gan mdi & 25°C, 5 phut; kéo dai chudi ¢ 42°C,
60 phut; bat hoat enzyme & 70°C, 15 phut trude khi dua vé
20°C, 1 phat.

- Phuong phép PCR dinh luong: Biéu hién ciia IncRNA
UCAL1 trong exosome huyét twong dugc so sanh véi biéu
hién cta gen ndi chuén B-ACTIN va dugc xac dinh béng
phuong phap PCR dinh lugng (qPCR) st dung SYBR
Green 1am chét phat huynh quang. Cac cip mdi dung cho
cho phan tmg qPCR duoc thiét ké nam gitta vi tri ndi cua 2
exon tuong ung voi IncRNA UCAT1 hodc B-ACTIN. Trinh
tu cac cap mdi s dung (IDT, Singapore) duoc trinh bay &
bang 1. Phan ng khuéch dai sir dung kit iTaq™ Universal
SYBR ® Green Super mix (Bio-Rad, Hoa Ky) véi thanh
phﬁn bao gf”)m: 5 ul SYBR Green; 0,5 pl mdi xudi; 0,5 ul
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mdi nguoc; 1 ul cDNA (pha lodng 100 ldn d6i voi khudn
cDNA tong hop tir RNA tong sb ciia exosome) va H,O trong
tong thé tich 10 pl phan tng. Hon hop phan tmg dugc tron
déu va chu trinh nhiét duoc thuc hién trén may Realtime
PCR 7500 fast (Applied Biosystems, Hoa Ky) v6i diéu kién:
95°C, 2 phut va 40 chu ky (95°C, 15 gidy; 60°C, 30 gidy).
Puong cong nong chay duoc phan tich sau mdi lan chay dé
xac dinh d6 dac hiéu cua san phém. Sau khi hoan thanh phan
ung, mic do biéu hién ciia UCA1 so véi B-ACTIN duoc xac
dinh bang ?6ng thire 22, trong d6 A’Ct =Cuea - Cip AcTIN:
Muic d¢ biéu hién cia UCAT trong t€ bao ung thu so véi té
bao binh thuong dugc tinh bang cong thirc 244 theo K.J.
Livak va cs (2001) [20], trong d6 AAC, = AC, (mau ung thur)
- AC, (mau dbi chimg).

Bang 1. Trinh tw cac cip méi st dung trong phan trng qPCR.

Ténmdi  Trinh ty mdi (5'-3’) Kich thuge san phim
F - CTTAGTTGCGTTACACCCTTTCTTG

B-ACTIN 156 bp
R - CTGTCACCTTCACCGTTCCAGTTT
F - ACGCTAACTGGCACCTTGTT

UCAL 153 bp

R - TGGGGATTACTGGGGTAGGG

- Xtr 1y s6 liéu va phén tich théng ké: Sir dung cac phan
mém Excel 2010, SPSS 20 va GraphPad Prism 8.4.2 dé phan
tich va biéu dién s6 lidu theo cac kiém dinh thong ké thuong
dung. Céc bién dinh luong dugc biéu dién béng trung vi
kém theo khoang tir phan vi 25-75%. So sanh thdng ké voi
cac bién dinh luong doc lap dugc thuc hién béng kiém dinh
Mann-Whitney U, véi cac bién dinh tinh dugc thuc hién
béng kiém dinh v* hodc Fisher. Tat ca cac kiém dinh théng
ké dugc ghi nhan theo 2 chiéu va duoc coi 1a khéc biét co y
nghia thong ké véi gia tri p<0,05.

3. Két qua va ban luan

3.1. Pic diém nghién civu ciia nhém bénh nhin ung
thw phéi khéng té bao nhé va nhém déi chirng

Khéng c6 su khac biét c6 ¥ nghia théng ké nao duogc
ghi nhan v& d6 tudi, gidi tinh, théi quen hat thude 14 hodc
udng ruou giita nhom bénh nhan UTPKTBN va nhom dbi
chung (p>0,05). Bén canh d6, khong c6 su khéc biét gilra
nhom bénh nhan UTPKTBN ¢ giai doan sém (I + 1) va giai
doan muon (IIT + IV) vé mot s6 dic diém bénh hoc cua ung
thu phéi nhu kich thude khéi u, giai doan bénh, giai doan T
va mirc d6 di cin (giai doan M). Chi tiét vé dir liéu cua cac
nhém nghién ciru va dic diém 1am sang ciia nhom bénh va
d6i chimg dugc trinh bay & bang 2.
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Bang 2. Dac diém nghién ctru ctia nhém bénh nhan ung thw phéi

khéng té bao nhé va nhém déi chirng.

3.2. Biéu hi¢n ciia cic RNA dai khéng ghi ma UCAI

trong exosome huyét twong ciia bénh nhin ung thw phoi

Bénh nhin UTPKTBN (n=29) Dbi chiig (n=29)

khéng té bao nhé

Pic diém e —
6 mé T 1¢ % 86 mé T 1¢ % T %
- Ve | LLE Ik Miic dg biéu hién cua UCAT1 trong exosome huyét tuong
D tudi . . N . ,
i Wf dugc xdc dinh bang phuong phap qPCR st dung SYBR
<60 tudi 12 41,38 14 48,28 2 s } I Ny 1
: 0,5975 Green. Dé xac dinh vung tuyén tinh va gidi han phat hi¢n
>60 tubi 17 58,62 15 51,72 . N A e o
cua mau, phan tich qPCR dugc thuc hién véi cac nong do
Gidi tinh x 2
khac nhau ciia cDNA (mau goc khong pha loang, pha loang
Nam 15 51,72 15 51,72 . N L PN R .
>0,999 10 va 100 Ian). K&t qua cho thay, nong do cDNA tir exosome
Nit 14 48,28 14 48,28 B hich hob cho ohin ¢ PCR 13 1 ul mBu d
it e uyét t~u’orngt 1c‘ op cho phan ung q a 1 ul mau duogc
o pS i g 275 o pha loang 100 lan.
Khong 17 58,62 21 nA Phan tich duong cong nong chay da xac dinh dugc nhiét
Uéng riegu d6 néng chay cia B-ACTIN va IncRNA UCAL1 tuong ung
Co 10 3448 9 31,03 07797 1a 79,29 va 81,16 (hinh 1A, 1B). Bén canh d6, két qua dién
Khong 19 65,52 20 6897 di cac san pham PCR trén gel agarose 3% ciing cho thiy
Kich thuge u c4c bang thu dugc sang rd nét, dic hiéu, khong c6 san pham
SBem 13 44,83 phu (hinh 1C). Diéu nay ching t6 cac cip mdi da nhan ban
>3 em 16 55,17 dac hiéu va co thé sir dung trong PCR dinh lugng véi SYBR
Giai dogn bénh QGreen.
1+11 16 55,17 o ,
Muic d6 bicu hién cia IncRNA UCAT1 so véi B-ACTIN
I+ 1V 13 44.83 N ] )
o trong mau nghién cuu dugc phan tich thong ké dya vao
[+ 16 55.17 cac gia tri C thu duoc (bang 3). Két qua cho thay, IncRNA
m+1v 3 1483 UCAL c6 biéu hién gidm trong exosome huyét tuong cia
Giai dogn N bénh nhan UTPKTBN so v&i nhom d6i chiung (p=0,05).
N, 14 4828 Phan tich theo giai doan cta bénh cho théy, IncRNA UCA1
N, 15 51,72 trong exosome huyét twong ctia bénh nhan UTPKTBN giai
Giai dogn M doan sém (giai doan I + IT) thap hon c¢6 ¥ nghia théng ké so
M, 20 68,97 v6i nhom dbi chimg (p=0,052) trong khi & giai doan mudn
M, ’ 31,03 (111 + IV) thi khong c6 sy khéc biét (hinh 2).
(A) (B) (©)
190.00C
200.000
170.000 B_ACTIN UCA1 \\ x\A
150.000 RS
& &F
2 430.000 2 150000 B P
g S .\o\ @ o
T 110.000 =2 (<) o Q
€ €
'é- 90.000 ’E‘mo_ooo B-ACTIN -— 156 bp
Ea- 70.000 f%_;'
-g 50.000 'E UCA1 —153 b
= = 50.000 p
30.000
10.000
60 65 70 75 80 85 20 o5 60 65 70 75 80 85 20 95

Nhiét dé (°C)

Nhiét do (°C)

Hinh 1. Bwéng biéu dién nhiét d6 néng chay cta san pham khuéch dai B-ACTIN (A) va cac phan tir RNA dai khong ghi ma UCA1 (B) bang qPCR
trong mau exosome huyét twong va két qua dién di san phdm gPCR trén gel agarose 3% (C).
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Bang 3. Mdrc dé biéu hién cta cac RNA dai khéng ghi ma UCA1 trong
exosome huyét twong ctia cac nhém nghién ciru.

S6 lwgng  IncRNA UCA1

Nhém nghién ciru (n) Me (25-75%) P

Nhém dbi ching 29 3,430 (1,380-4,365)
Giai doan I +11 16 2,085 (1,560-2,870) 0,052
Nhom bénh nhan
UTPKTBN Giai doan [T +1V 13 2,100 (1,470-2,370) 0,237
Giai doan I - IV 29 2,100 (1,540-2,750) 0,050

Trung vi (Me) va khoang ti phan vi 25-75%; p nhan
duogc tir kiém dinh Mann-Whitney U; gia tri p ¢6 ¥ nghia
théng ké duogc in dam.

P~

A)

—_
Y
-

p=0,05
p=0,05

©
]

.- p=0,05

Mdrc dd biéu hién ctia UCA1/B-ACTIN
o
i
P oo
T*
L]
Mrc d6 biéu hién cia UCA1/B-ACTIN
?

T T
UTPKTBN D6i chirng

Hinh 2. Mrc d6 biéu hién ctia cac phan tir RNA dai khéng ghi ma
UCA1 trong exosome huyét twong. (A) Biéu hién cla cac phan t& RNA
dai khéng ghi ma UCA1 clia bénh nhan ung thw phdi khong t& bao nhé va
dbi chirng; (B) Biéu hién cta céac phan tir RNA dai khong ghi ma UCA1 clia
bénh nhan ung thw phéi khéng té bao nhé giai doan | + 11, giai doan Il + IV
va nhém déi ching.

3.3. Méi lién quan giita biéu hién ciia cdc phin tir RNA dai
khong ghi ma UCAI trong exosome huyét twong voi mot 5o
dic diém bénh hoc ciia bénh ung thw phéi khong té bao nhé

Muc dd biéu hién cta IncRNA UCAL trong exosome
huyét twong cua bénh nhan UTPKTBN dugc phan tich theo
cac nhom khac nhau vé d6 tudi (<60 va >60 tudi), gioi tinh
(nam/ni¥), tinh trang hut thudc 14 (c6/khdng), tinh trang
udng ruou (c6/khong), kich thude u (<3 cm va >3 cm), giai
doan bénh (giai doan I + II va III + IV), mic d§ xam lan
(giai doan T+ T, so v6i T, + T,), mirc 6 hach (giai doan N,
so vOi N, ) vamuc dg di can cta khéi u (giai doan M, so voi
M)). St dung gia tri trung vi mtrc do biéu hién ctia IncRNA
UCA1 dé chia thanh 2 nhém: nhém c6 mirc d6 biéu hién
thp (c6 gia tri thap hon trung vi) va nhom c6 mirc d6 biéu
hién cao (c6 gia tri cao hon trung vi). Két qua phan tich cho
théy, muc do biéu hién cta IncRNA UCALI trong exosome
huyét twong ctia bénh nhan UTPKTBN khéng phu thudc
vao céc dic diém bénh hoc ctiia bénh UTPKTBN (bang 4).
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Bang 4. Méi lién quan giiva mirc do biéu hién ctia cac RNA dai khéng
ghi ma UCA1 trong exosome huyét twong véi mot s6 dic diém bénh
hoc chia bénh ung thw phéi khong té bao nhé.

Lz $6 miu Biéu hi¢n thdp  Biéu hin cao
Dic diem - A A ]
* (n, %) (dwdi trung vi)  (trén trung vi)
. <60tudi  12(414%)  6(50%) 6 (50%)
Tudi ~ 0876
>60tuoi  17(58,6%) 8 (47,1%) 9(52,9%) ’
Nam 15(51,7%)  7(46,7%) 8 (53,3%)
Gidi ‘
Ni 14(483%)  7(50%) 7(50%) sty
) Co 12 (41,4%)  5(41,7%) 7(58,3%)
Hiit thuoc la 0,55
Khong 17(58,6%)  9(52,9%) 8 (47,1%)
) Co 10 (34,5%)  5(50%) 5(50 %)
Uong ruou 1
Khong 19(65,5%) 9 (47,4%) 10 (52,6%)
<Bem 13 (46,4%)  5(38,5%) 8 (61,5%)
Kich thudc u 0.256°
>3 cm 15(53,6%) 9 (60 %) 6 (40%) ’
I+11 16 (552%) 8 (50 %) 8 (50 %)
Giai doan bénh 0837
m+1v 13 (44,8%)  6(46,2 %) 7(53,8 %) ’
T +T, 15(51,7%)  8(53,3%) 7 (46,7%)
Giai dogn T 0573
T,+T, 14 (483%)  6(42,9%) 8 (57,1%) ’
N, 14 (48,3%)  8(57,1%) 6 (42,9%)
Giai dogn N 0356
N-, 15(51,7%)  6(40,0%) 9 (60%) ’
M, 20 (69%) 9 (45%) 11 (55%)
Giai dogn M 0P
M, 9 (31%) 5(55,6%) 4 (44,4%) ’

p nhan dwoc tir kiém dinh Chi binh phuong (a) va kiém dinh Fisher (b).

Té bao ung thu sir dung nhiéu co ché giao tiép gitra cac
té bao khac nhau dé c6 thé thich nghi voi didu kién moéi
truong ndi bao, kiém soat hé théng mién dich va tao didu
kién thuan loi cho té bao ung thu di can. Viéc giai phong
ra cac exosome 1a mot co ché giao tiép té bao méi da dugc
cong bd trong nhitng nim gin diy [21]. Exosome cé thé
chtra nhiéu dang phan tir khac nhau nhu cac protein, DNA,
mRNA, miRNA va cac IncRNA dac trung cia té bao tiét ra
va nhap voi té bao nhan, do do6 co thé trao ddi duoc thong
tin di truyén va ngoai di truyén giita cic té bao nim cach xa
nhau. M6t s6 nghién ciru chi ra ring, cac phén tir IncRNA do
té bao ung thu tiét ra c6 vai tro quan trong va co thé truyén
dén céc té bao 1an can kha ning khang thude hoic thuc diy
su tao thanh mach méi, kich thich sy phat trién cua khéi u
[21, 22].
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LncRNA UCAL la phan tir RNA dai khong ghi ma duoc
phat hién dau tién nam 2006 ¢ ung thu bang quang va dugc
coi 1a chi thi cho qua trinh xam lan va di can xa cua té bao
ung thu [23]. Ngay cang c6 nhiéu bang ching cho thiy
IncRNA UCA1 bj rbi loan diéu hoa trong mé ung thu, trong
hau hét cac truong hop UCA1 ¢6 biéu hién ting trong mo
ung thu so voi mo lanh lién ké ctia bénh nhan, do d6 tham
gia vao tién trién 4c tinh cua nhidu dang ung thu nhu ung
thu bang quang, ung thu vu, ung thu dai truc trang, ung thu
phdi... [15]. Bbi véi UTPKTBN, IncRNA UCA1 duoc cho
14 ¢6 vai tro thuc ddy di cin va 1a mot yéu t6 tién lugng cho
sur séng cho bénh nhan ¢ giai doan I [15]. Méc du vay, biéu
hién va mbi lién quan ctua IncRNA UCAT1 véi cac dac diém
bénh hoc cuia UTPKTBN, cling nhu biéu hién cua IncRNA
UCAL trong exosome huyét twong do té bao ung thur tiét ra
van chua dugc hiéu biét day du va can phai tiép tuc dugc
nghién ctru.

Trong nghién ctru ciia H.M. Wang va cs (2015) [18] trén
60 ciap mé UTPKTBN va mo lién ké khong ung thu trén
dbi tuong bénh nhan Trung Quéc cho théy su biéu hién cta
IncRNA UCAT trong cdc mo ung thu cao hon so véi cac
moé khong ung thu 14n can (p<0,001) va mirc do biéu hién
cua IncRNA UCAL c6 lién quan voi dd mo hoc cua khéi u
(p<0,001) va giai doan TNM (p<0,001). Két qua cho théy,
khong c6 mdi lién quan giita biéu hién cua IncRNA UCA1
v6i d6 tudi, gisi tinh hodc kich thude khdi u. Cac bénh nhan
¢6 biéu hién IncRNA UCAL cao hon thi c6 tién luong séng
kém hon so véi cac bénh nhan c6 IncRNA UCALI biéu hién
& muc d6 thdp. LncRNA UCALI ciing dugc biéu hién ting
trong mau huyét trong ctia bénh nhan va c6 mdi twong quan
chat vé6i biéu hién cia IncRNA UCAL1 trong miu md ung
thu. Twong tw, nghién ctru cia W. Nie va cs (2016) [19] trén
112 cip miu md ung thu va mé lién k& nhom bénh nhan
Trung Qudc ciing cho thay biéu hién ting cao ciia IncRNA
UCA1 ¢ md u so v6i cac mo binh thuong lién ké (p<0,001).
Khéac voi nghién cuu cia H.M. Wang va cs (2015) [18],
nghién ciru nay cho thay biéu hién cao ciia IncRNA UCAI
tuong quan dang ké véi kich thude khdi u (p=0,011) va giai
doan TNM (p=0,042). Bén canh d6, X. Chen va cs (2020)
[24] khi nghién ctru trén 86 cip miu md ung thu, md binh
thuong lién ké va 86 miu huyét trong cua ciing bénh nhéan
UTPKTBN ngudi Trung Québc ciing cho thdy IncRNA
UCALI dugc biéu hién tang trong mé ung thu so véi mo
binh thuong lién k&. Biéu hién ting ctua IncRNA UCA1
¢6 lién quan voi kich thude khéi u (p=0,001) va giai doan
TNM (p=0,003) va cho tién luong x4u ddi voi bénh nhan
UTPKTBN. Nghién ctru ndy chi ra rang, IncRNA UCA1 1a
mot dich tac dong diéu tri ¢6 tiém nang ddi véi UTPKTBN.
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Lién quan dén biéu hién ciia IncRNA UCAI trong
exosome huyét tvong cia bénh UTPKTBN, cho dén nay
moi chi c6 mot sb it nghién ciru da duoc cong bd. Nghién
ctru ciia X. Chen va cs (2020) [24] phat hién thiy IncRNA
UCAL ting biéu hién trong nhém bénh nhan UTPKTBN
dugc chan doan khang gefitinib so v6i nhom dung nap
gefitinib (p<0,001) va biéu hién ting trong ca exosome
do cac dong té bao khang gefitinib tiét ra. LncRNA UCA1
duogc chimg minh e ché biéu hién ciia miR-143, do d6 ¢
thé thuc diy ting sinh va chong lai chét theo chu trinh cuia
té bao cam ung boi gefitinib [24, 25]. Trong nghién ctru cta
chung t6i, IncRNA UCAL1 biéu hién giam trong exosome
huyét tuong cua bénh nhan UTPKTBN, dic biét la bénh
nhan giai doan som I + II. Két qua nay tuong ty véi nghién
ctru ctia C. Barbagallo va cs (2018) [12] trén ddi twong bénh
nhan ung thu dai truc trang ciing cho thiy IncRNA UCAL1
¢6 biéu hién giam trong exosome tach tir huyét twong ciia
bénh nhan.

Ly giai cho biéu hién giam cia cic IncRNA trong
exosome cta bénh nhan so v&i nhom dbi ching mic du
dugc coi 1a ¢6 vai trd quan trong trong thiic day di cin va
tién trién ciia khdi u, nghién ctru ciia G.M.G.E. Din va cs
(2022) [26] vé biéu hién ciia IncRNA RP11-510M2.10 trong
exosome ciing thiy c6 biéu hién giam trong nhém bénh
nhan ung thu phéi so voi nhom ddi chimg. Tuy nhién, lai co
su tang cO y nghia théng ké vé& murc do biéu hién cua phan
tir mRNA RAB27A trén nhom bénh nhan nay. Diéu nay cho
thdy tac dong 4m cua phan tir IncRNA dén biéu hién cia
mRNA dich, thong qua bét cap voi mRNA dich, hodc c6
thé hoat dong nhu mdt RNA canh tranh néi sinh va tuong
tac noi sinh voi cac phan tir miRNA. Gia thuyét khac 1a
IncRNA nay c6 thé we ché biéu hién cia mRNA bing cach
gdn voi cac yéu té phién ma va RNA polymerase, hoidc hoat
dong nhur tién chat cia miRNA va gay phan hiy mRNA. Do
d0, biéu hién tang ciia IncRNA RP11-510M2.10 trong nhom
d6i chung co thé lién quan dén vai tro e ché biéu hién cua
mRNA RAB27A, do d6 thuc diy qua trinh tiét ctia exosome
[26]. Diéu nay cho thiy cac IncRNA duoc dong goi chon
loc vao trong exosome va c6 thé tic dong hiéu qua dén cac
té bao nhén ciing nhu qua trinh phat sinh ung thu [13]. Tuy
nhién, cac co ché sinh hoc chinh x4c va cac con duong lién
quan dén giai phong IncRNA tir cac té bao ung thu vao tuan
hoan va trong exosome van con chwa duge lam sang to.

4. Két luan

Két qua nghién ctru da cho thdy mirc do biéu hién ciia
IncRNA UCAL trong exosome huyét twong ctia bénh nhan
UTPKTBN giam so véi ddi chig (p=0,05), dic biét 1a giam
& giai doan sém I + 11 so véi nhom ddi chimg. Khong ¢6 mbi
lién quan giita mirc d¢ biéu hién ctia IncRNA UCA1 trong
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exosome huyét twong voi tudi va mot s6 dac diém bénh hoc
nhu kich thudce u, d6 md hoc, mirc dd xam 1an, mac do hach
& bénh nhan UTPKTBN. Nghién ctru di cung cip cac sd
lidu ban du vé biéu hién ciia IncRNA UCAL trong exosome
huyét twong ¢ bénh nhan UTPKTBN ngudi Viét Nam 1am
tién dé cho cac nghién ctru sdu hon vé IncRNA trén nhom
bénh nhan nay.

LGOI CAM ON

Nghién ctru dugc thuc hién véi su hd tro kinh phi tir dé
tai cap Pai hoc Qudc gia Ha Noi ma s6 QG.22.02. Cac tac
gia tran trong cam on.
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