TAP CHi NGHIEN CU’U Y HOC

NGHIEN cl*U MUrC bO BIEU HIEN MIRNA-29B
O BENH NHAN U THAN KINH BDEM
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Lé Thi Phwong!, Tran Huy Thinh', Pham Van Thai'

Lé birc Tam' va Kiéu Dinh Hung"**
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’Bénh vién E

U thén kinh dém phat trién tir té bao than kinh dém chua biét héa hodc biét héa thap trong ndo. Nhiéu nghién

ctru da chira co ché sinh bénh u than kinh dém c6 lién quan dén sw thay déi murc dé biéu hién cta nhiéu miRNA.

miRNA-29b thic day qué trinh chét theo churong trinh va trc ché sw tang sinh trong céc té bao u than kinh dém.

Nghién ctru nay nhdm xéac dinh murc dé biéu hién miRNA-29b trong mau ngoai vi & bénh nhén u than kinh dém.

Ky thuét realtime-PCR dwoc str dung dé xac dinh mirc d6 biéu hién ctia miRNA-29b trong huyét tiong ctua 62

bénh nhan u thén kinh dém da duoc phau thuét loai bé khéi u va 62 ngudi khée manh. Két qué cho théy, khéng

c6 su khac biét vé mirc d6 bidu hién cuia miRNA-29b gitka nhém u than kinh dém va dbéi chimg. Bdng thoi,

khéng tim thdy méi lién quan gitta sw biéu hién miRNA-29b véi mét sé déc diém cua nhém u thén kinh dém.

Tir khéa: U than kinh dém, miRNA-29b, realtime-PCR.

I. DAT VAN BE

U than kinh dém (UTKD) 1a mét trong nhirng
loai ung thu &c tinh nhat & nguwdi. UTKD phat
trién tlr t& bao than kinh dém chua biét hoa
ho&c biét héa th4p trong ndo. WHO da dua ra
hwéng dan phan loai 4 cép dwa trén cac dac
diém mé hoc va hinh thai cia chung véi mic
dé ac tinh tang dan, trong d6 dé I la mwrc dd ac
tinh thdp nhat va do IV 1a do ac tinh cao nhét.
Mot khéi u & d6 IV ddng nghia véi viéc ching 1a
loai phat trién nhanh va manh nhét, cé thé lan
rong khap ndo bo trong thdi gian ngan. UTKD
dd cao (d6 IV) phd bién va &c tinh nhét 1a u
nguyén bao than kinh dém da hinh (Glioblasto-
ma multiforme - GBM), v&i théi gian séng trung
binh chi 8 thang tir khi phat hién, da bao gébm
céc diéu tri diy da la phau thuat va hoa xa tri bd
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tro. Thoi gian séng con 1 ndm va 2 nam twong
trng chi la 20% va 3,27%."

Co ché sinh bénh UTKD dworc biét dén da
phan 1a do dét bién gen, gay réi loan théng tin
di truyén trong té bao, té bao tang sinh, khéng
nglrng phan chia phat sinh khéi u, ung thw.2
Nhiéu nghién ciru da chi ra co ché sinh bénh
UTKD c6 lién quan dén mic dd bidu hién ting
hodc gidm cta nhiéu miRNA.34 Cac miRNA
biéu hién tang cé thé hoat ddong nhw cac yéu té
kich thich sinh ung thw va lam bat hoat cac gen
&c ché ung thw, trong khi cac miRNA biéu hién
gidm cé thé hoat déng nhw cac chat trc ché
khéi u. miRNA-29b c6 thé dong vai trd &rc ché
khdi u trong nhiéu loai bénh ung thw & ngudi.
miRNA-29b trc ché da u tdy bang cach Grc ché
hoat ddng gay viém va trc ché cac té bao dudi
gai.> miRNA-29b ciing c6 thé ddo nguoc tinh
trang khang bortezomib clia bénh da u tdy va
bénh bach cau tdy (Mcl-1).6 Trong ung thw da
day, miRNA-29b ngan chan sy di can va sy
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phat trién ctia khéi u bang cach tc ché MMP-2
(matrix metalloprotein-2).” Pang chu y, su diéu
hoa gidm biéu hién ctia miRNA-29b ciing c6
chirc nang (e ché khéi u quan trong trong bénh
UTKD béng cach diéu chinh hoat ddng nhiéu
gen va con duwong tin hiéu.®* miRNA-29b thuc
d4y qua trinh chét theo chwong trinh va &c ché
sy tang sinh trong cac té bao UTKD.* Xuét phat
tr nhirng ly do trén, chung téi thyc hién nghién
ctvu nay nhdm danh gia mic d6 biéu hién miR-
NA-29b trong mau ngoai vi bénh nhan u than
kinh dém va méi lien quan gitra sw biéu hién
miRNA-29b véi mét sé ddc diém cla nhém u
than kinh dém.

Il. DOI TVQONG VA PHUONG PHAP
1. Déi twong

Tiéu chuén Iwa chon

Nhém UTKD gém 62 bénh nhan da dwoc
chan doan xac dinh la UTKD dwa trén két qua
kham lam sang va két qua giai phau bénh sau
phau thuat 14y u tai Bénh vién Viét Blrc va Bénh
vién K. Nhém chirng gém 62 ngudi khde manh
dén kiém tra strc khde tai Bénh vién Dai hoc
Y Ha Noi, twong (ng vé tudi va gidi véi nhém
bénh.

Tiéu chuan loai tree

C6 tién st mac ung thw hodc cac bénh ly
khac.
2. Phwong phap

Nghién ctru st dung phwong phap lay mau
thuan tién va thiét ké mo ta cat ngang c6 nhém
chvng. Nghién ctu dwoc tién hanh tai Trung
tdm nghién cru Gen va Protein - Trwong Pai
hoc Y Ha Néi, Khoa phau thuéat than kinh 2 -
Bénh vién Viét Blirc, Khoa Ngoai Than kinh
- Bénh vién K, tr thang 1/2023 dén thang
11/2023.

Céch Iy mau: 3ml mau chéng déng bang
EDTA, ly tam 3000 vong/ phut trong 3 phut dé
tach huyét twong st dung cho tach chiét miR-

NA.

Quy trinh thyrec hién

miRNA dwoc tach chiét bang kit miRNeasy
Serum/Plasma (QIAGEN - Brc). Quy trinh tach
chiét tuan theo huwéng dan ctia nha san xuét.
Néng dd va dd tinh sach cia miRNA dwoc
xac dinh bang phwong phap do mat d6 quang
trén may Nanodrop. Mau dat tiéu chuan
0OD260nm/OD280nm = 1,8 - 2,0 dwoc str dung
cho phan tich tiép theo. cDNA duoc tbng hop
bang hoa chat TagMan® Advanced miRNA As-
says (Appliedbiosystems - My). Mrc dd biéu
hién cta miRNA clia m3u nghién clru duoc
xac dinh bang ky thuat Realtime-PCR s dung
héa chat TagMan® Fast Advanced Master Mix
(2X) va cap mdi d&c hiéu cung véi mau do gan
huynh quang (Appliedbiosystems - My).

Két qua Realtime PCR clla mau bénh va
mau chirng dwoc phan tich bang phwong phap
dinh lvong twong déi 224 cla Livak. U367
duoc sir dung nhw gen ndi chuan dé so sanh
mtrc biéu hién cia miRNA trén mau bénh va
mau chirng.

Phan mém SPSS 20.0 dwoc st dung dé
phan tich s liéu. Sw khac biét vé muic do
biéu hién miRNA-29b gitta nhém bénh va
chirng dwoc danh gia bang kiém dinh Indepen-
dent-samples T Test va One-Way ANOVA, gia
tri p < 0,05 dwoc coi la cé y nghia théng ké.

3. Bao dirc nghién ctru

Dé tai da dwoc Hoi ddng Dao dirc clia Trwong
Pai Hoc Y Ha Noi chap thuan theo quyét dinh
s6 IRB-VN01.001/IRB/FWA00004148 ngay
17/03/2020. Moi thong tin cla ca nhan dwoc
ma hoéa va gilr bdo mat an toan. Thu thap sé
liéu dwoc tién hanh mét cach trung thwe, chi
phuc vu cho muc dich nghién ctru.

lll. KET QUA

Tudi trung binh nhém UTKD 1a 49,81 +
16,33, nhom chirng 1a 49,36 + 15,92, khéng co
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s khac biét vé tudi trung binh gitra hai nhém
v&i p = 0,374. Ti Ié nam & nhdm UTKD, nhém
chirng déu 1a 46,77%, i 1& nir & nhom UTKD,

TAP CHIi NGHIEN CUU Y HOC
nhém chirng déu la 53,23%. Ti 1é giéi nam va
n& cd hai nhém khong khac biét c6 y nghia
thdng ké véi p = 0,683 (bang 1).

Bang 1. Dac diém cua déi twong nghién ciru

DPic diém

Nhém chirng

Nhém bénh nhan UTKD p

Tubi (TB + SD)

49,36 + 15,92

49,81 + 16,33 0,347

Nam 29 (46,77%)

29 (46,77%)

Gidi (n, %)

33 (53,23%)

0,683
33 (53,23%)

Két qua xac dinh mirc do biéu hién cua
miRNA-29b trén cac mau chirng va mau bénh
twong &ng cho thdy, m&c d6 biéu hién miR-
NA-29b & nhom bénh nhan UTKD la 0,621 +

0,846, cao hon mirc dd biéu hien miRNA-29b
& nhém chirng. Tuy nhién, sy khac biét nay
khéng co y nghia théng ké (p > 0,05) (bang 2).

Bang 2. Mrc d6 biéu hién miRNA-29b & nhém chirng va bénh nhan UTKD

Nhém chirng

Nhém bénh nhan UTKD o]

Két qua 0,433 + 0,569

0,621 + 0,846 0,149

Nhém bénh nhan UTKD dwoc chia thanh
cac nhém dac diém lam sang: tudi, gidi tinh,
kich thwéc khéi u, cap d6 u (WHO). Trong do,
ti 1& cac nhém tudi dwédi 50 tudi va trén 50 tudi
lan lwot 1a 45,16% va 54,84%. Ti lé nam va ni
lan lwot 1a 46,77% va 53,23%. Ti 1& kich thuéc
khdi u dwéi 5cm va trén 5cm 1an luot 1a 59,18%

va 40,82%. Cap do u dwoc chia thanh ba nhém
cap do Il (4,84%), cap do Ill (30,65%) va cép
do IV (64,51%). Mrc d6 biéu hién miRNA-29b
ciing dwoc danh gia & cac nhom dac diém lam
sang. Méi lien quan gitra mirc d6 biéu hién
miRNA-29b v&i cac déc diém lam sang dwoc
thé hién & bang 3.

Bang 3. Méi lién quan giira mirc do biéu hién miRNA-29b vé&i cac diac diém lam sang &
nhém bénh nhan UTKD

Dic diém S6 lwong (n, %) Mtrc do biéu hién miRNA-29b p
Tudi
<50 28 (45,16%) 0,612 + 0,862
0,939
> 50 34 (54,84%) 0,628 + 0,845
Gioi
Nam 29 (46,77%) 0,573 + 0,839
0,683
Nr 33 (53,23%) 0,662 + 0,862
Kich thuéc khéi u (cm)
<5 29 (59,18%) 26,14 + 2,838
0,421
>5 20 (40,82%) 25,45 + 2,964
TCNCYH 174 (1) - 2024 29



DPic diém S6 lwong (n, %) Mdrc do biéu hién miRNA-29b p
Cép do UTKD (WHO)
I 3 (4,84%) 0,828 + 1,172
1] 19 (30,65%) 0,801 + 0,961 0,232
\Y 40 (64,51%) 0,520 + 0,769

DPanh gia méi lién quan gitra mirc do biéu
hién miRNA-29b v&i mot s6 dic diém cta nhém
UTKD cho thdy khéng co sw khac biét cé y ng-
hia théng k& vé mic d6 biéu hién gitra cac
nhém tudi (< 50 tudi, = 50 tudi, véi p = 0,939);
nhém gi¢i tinh (nham va nir, véi p = 0,683);
nhém kich thwéc khéi u (< 5ecm, = 5cm, véip =

1,000 1

0,800 -

0,600 -

0,400 -

0,200 -

Trung binh mirc do biéu hién miRNA-29b)

0,000 -
Nhém chirng

Cépdo IV

0,421); cling nhw gitra cac nhdém céap dd UTKD

(cap dd Il, 1ll, IV, v&i p = 0,232).
Khi so sanh mec dd biéu hién miRNA-29b
cta trng cap d6 UTKD (1V, lIl, 1) v&i nhéom

ching thi sw khac biét cling khdng c6 y nghia
thdng ké, v&i p 1an lwot 14 0,933; 0,212; 0,789.

Céapdo il Cépdo ll

Biéu dé 1. Mtrc do biéu hién miRNA-29b theo cap dé6 UTKD va nhém chirng

IV. BAN LUAN

Hién nay, nho s tién bd ctia sinh hoc phan
ttr, chling ta c6 nhiéu béng chirng cé co sé khoa
hoc dang tin cay hon hé tro cho chan doan, tién
lwong va xay dwng ké hoach diéu tri u than kinh
dém. Mot trong s d6 la cac miRNA, la nhirng
RNA ngan (21 - 23 nucleotid), khéng ma héa,
miRNA c6 kha nang lién két véi vang 3UTR
khong dich ma cta mRNA, dan dén sw phan

hay cia mRNA hoéc trc ché qua trinh dich ma.
miRNA c6 vai trd quan trong trong cac qua trinh
phat trién cla té bao bao gdm qua trinh tang
sinh, biét hoa, chét theo chwong trinh.®2 miR-
NA c6 thé tham gia diéu chinh hon mét phan
ba tdng s6 gen & ngudi théng qua lién két bd
sung ctia miRNA trwédng thanh va vang 3’UTR
clia mRNA dich, dan dén sw diéu hoa biéu sinh
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théng qua sw phan cit mRNA hodc trc ché dich
ma. miRNA diéu chinh su biéu hién mRNA gen
dich cta chung. Do do, sw biéu hién qua muc
hodc dwéi mirc clia cac miRNA sé& dan dén sy
diéu hoa téang hoac gidm san pham protein clia
mRNA dich. miRNA c¢6 thé 1a nguyén nhan gay
ung thw néu dich truc tiép cia miRNA 1a gen
gay ung thw hodc chat trc ché khéi u.®

Viéc danh gia miRNA-29b trong cac mau
huyét twong cho thay két qua twong tw va phu
hop v&i két qua trong cac mau mé UTKD.?
Trong nghién ctru nay, chung téi thu thap mau
huyét twong tlr mau ngoai vi ciia bénh nhan
sau khi bénh nhan phau thuat Iéy utr 7 -10
ngay va da cé két qua giai phau bénh khéi u 1a
UTKD. Mtrc dod bidu hién miRNA-29b cla 62
mau bénh UTKD dwoc phan tich theo ba dac
diém 1am sang (tudi, gioi, cap d6 u theo WHO),
chung t6i danh gia xem liéu c6 mbi quan hé
gitra cac dac diém |am sang nay véi mirc dod
biéu hién miRNA-29b trong huyét twong hay
khong. Két qua & bang 3 cho thay, khong co6
sw khac biét & nhém déc diém vé tudi, gidi tinh,
kich thwéc khdi u, cling nhw cip d6 UTKD véi
p > 0,05. Két qua nay twong déng véi két qua
nghién clru clia Zhong F va cdng sw (2019)."
Ngoai ra, biéu hién miRNA-29b trong huyét
twong & bénh nhan UTKD & cap dd cao (d6 1V)
thap hon so véi giai doan (I va lll) (Biéu db 1).
Két qua nay twong ddi phu hop véi nghién ctu
clia Sun va cong sy (2017).°

Nhiéu nghién clru da nhan thay sw giam bét
thuwdng cia miRNA-29b & nhirng bénh nhan
UTKD chwa dwoc loai bd khéi u. Shin J va cong
sy (2017) phat hién thdy miRNA-29b duoc diéu
chinh gidm dang ké (giam 1,34 1an, p = 0,02) &
UTKD so v&i mé néo khdng co khéi u.™ Nghién
ctru clia Zhong F va cong sw (2019) c6 két qua
nong dd miRNA-29b trong huyét thanh & bénh
nhan UTKD trwéc phau thuat thap hon dang ké
so v&i nhom chirng binh thwong (p < 0,001).1°

TAP CHi NGHIEN CU’U Y HOC

Trong nghién ctu nay, m&c dd biéu hién miR-
NA-29b clia nhém bénh nhan UTKD cao hon
cla nhém chirng (bang 2), tuy nhién sw khac
biét nay chwa cé y nghia théng ké& (p > 0,05).
Diéu nay twong dbi pht hop véi két qua nghién
clru cua nghién ctru clia Zhong F va cong sw
(2019) thay réng néng dd miRNA-29b ngoai bao
trong huyét thanh cGia cac mau sau phau thuat
da tang ro rét so véi cac mau trwdc phau thuat
(p = 0,009).7° Ngoai ra, sw biéu hién ctia miR-
NA-29b dwoc didu hoa bdi nhidu phan t& tin
hiéu nhw MYC, EZH2, YY1, HDAC va GATA3.
Nhirng protein diéu hoa nay kiém soat sy biéu
hién ca miRNA-29b chil yéu & giai doan dau.2
Dac biét, MYC la ho gen gay ung thw, ma hoéa
ba loai protein la MYC-C, MYC-N, MYC-L, gia
thiét dwa ra la c6 thé trong cac mé UTKD co
sw biéu hién qua mirc MYC-N, dan dén e ché
t6ng hop miRNA-29b. Do d6, khi phau thuat loai
bd khdi UTKD thi ndng d6 MYC-N gidm xubng,
khong con trc ché tbng hop miRNA-29b va [am
cho biéu hién ctia miRNA-29b tang lén. Nghién
ctu nay khoéng trwc tiép danh gia sw biéu hién
ctia MYC-N trong UTKD, nhung twong déi phu
hop véi két qua nghién clru clia Sun va cong sw
(2017), da phat hién biéu hién ctia miRNA-29b
trong cac md UTKD c6 méi twong quan nghich
v&i mirc A0 mRNA va protein ciia MYC-N.®

Mot sb6 nghién ctru trén thé gidi cling da
phat hién sw biéu hién ting cao cha miR-
NA-29b trong huyét twong cla bénh nhan
UTKD sau phau thuat loai bé khéi u. Vi vay, can
thwe hién thém nghién ctru vé mare dd biéu hién
miRNA-29b trong huyét twong clGia bénh nhan
trwdc va sau khi phau thuat, véi ¢ mau 16n
hon, danh gia cac yéu té anh huéng dén mac
do biéu hién cta gen, dé khang dinh vai trd hd
tro chan doan va diéu tri ciia miRNA-29b trong
UTKD.

V. KET LUAN
Mtrc d6 biéu hién miRNA-29b trong mau
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ngoai vi cia nhém bénh nhan UTKD sau phau
thuat loai bd khdi u khéng cé su khac biét voi
nhoém déi chirng va khong cé méi lién quan
gitra sy biéu hién miRNA-29b v&i mot sbé dac
diém cta nhém u than kinh dém.
L&i cam on

Nghién clru dwoc thwe hién voi sy hé tro
kinh phi ctia dé tai khoa hoc va céng nghé cap
B& Y té theo Quyét dinh s6 369/QD-BYT. Nhém
nghién ctu tran trong cdm on Bénh vién Viét
DBlrc va Bénh vién K da cung cdp mau nghién
clru.

TAI LIEU THAM KHAO

1. Ghosh M, Shubham S, Mandal K, et al.
Survival and prognostic factors for glioblastoma
multiforme: Retrospective single-institutional
study. Indian J Cancer. 2017;54(1):362-367.

2. Nishikawa R, Ji XD, Harmon RC, et al.
A mutant epidermal growth factor receptor
common in human glioma confers enhanced
tumorigenicity. Proc Natl Acad Sci U S A.
1994;91(16):7727-7731.

3. Purow BW, Schiff D. Glioblastoma
Genetics: In  Rapid Flux. Discov Med.
2010;9(45):125-131.

4. Cortez MA, Nicoloso MS, Shimizu M, et
al. miR-29b and miR-125a Regulate Podoplanin
and Suppress Invasion in Glioblastoma. Genes
Chromosomes Cancer. 2010;49(11):981-990.

5. Botta C, Cucé M, Pitari MR, et al. MiR-
29b antagonizes the pro-inflammatory tumor-

promoting activity of multiple myeloma-educated
dendritic cells. Leukemia. 2018;32(4):1003-
1015. doi:10.1038/leu.2017.336

6. PanY, Zhang, Liu W, et al. LncRNAH19
overexpression induces bortezomib resistance
in multiple myeloma by targeting MCL-1 via
miR-29b-3p. Cell Death Dis. 2019;10(2):1-14.
doi:10.1038/s41419-018-1219-0

7.Wang T, Hou J, Jian S, et al. miR-29b
negatively regulates MMP2 to impact gastric
cancer development by suppress gastric cancer
cell migration and tumor growth. J Cancer.
2018;9(20):3776-3786. doi:10.7150/jca.26263

8. Brower J, Clark PA, Lyon W, et al.
MicroRNAs in Cancer: Glioblastoma and
Glioblastoma Cancer Stem Cells. Neurochem
Int. 2014;77:68-77.

9.Sun G, Lu J, Zhang C, et al. MiR-
29b inhibits the growth of glioma via MYCN
dependent way. Oncotarget. 2017;8(28):45224-
45233. doi:10.18632/oncotarget. 16780

10. Zhong F, Huang T, Leng J. Serum
miR-29b as a novel biomarker for glioblastoma
diagnosis and prognosis. Int J Clin Exp Pathol.
2019;12(11):4106-4112.

11. Shin J, Shim HG, Hwang T, et al.
Restoration of miR-29b exerts anti-cancer
effects on glioblastoma. Cancer Cell Int.
2017;17:104. doi:10.1186/s12935-017-0476-9

12. Jiang H, Zhang G, Wu JH, et al. Diverse
roles of miR-29 in cancer (Review). Oncology
Reports. 2014;31(4):1509-1516. doi:10.3892/
0r.2014.3036

32

TCNCYH 174 (1) - 2024



TAP CHi NGHIEN CU’U Y HOC

Summary
STUDYING MIRNA-29B EXPRESSION LEVEL
IN GLIOMA PATIENTS

Gliomas develop from undifferentiated or poorly differentiated glial cells in the brain. Many studies
have shown that the pathogenesis of glioma relates to the variable expression levels of miRNAs.
miRNA-29b promotes apoptosis and inhibits proliferation in glioma cells. This study aimed to determine
miRNA-29b expression level in peripheral blood of glioma patients. The expression of miRNA-29b
was detected in plasma from 62 post-operative gliomas and 62 healthy controls using realtime-PCR
technique. The results showed that the expression level of miRNA-29b was not different between
gliomas and controls. We found no corelation between miRNA-29b and characteristics of glioma group.

Keywords: Gliomas, miRNA-29b, realtime-PCR.
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