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Tém tat
Muc tiéu: Nhan xét gia tri chin dodn mirc d6 biéu hién microRNA-132 (miR-132)
trong huyét twong & bénh nhan roi loan tram cam. Phwong phdp nghién civu:
Nghién ctru tién ctru, mo ta cat ngang trén 60 bénh nhan (BN) ngudi 16n bi rdi loan
tram cdm va 60 nguwoi thudc nhém chirng. Pinh lwgng mirc dd biéu hién ciia miR-132
huyét twong bang phan rng chubi polymerase ki thuit sé (digital polymerase chain
reaction - dPCR). Két qud: D6 tudi cia BN tir 18 - 60. Mirc do bi€u hién miR-132
huyét twong & nhém roi loan tram cdm cé trung vi cao hon dang ké so véi nhém
chirng (0,336 copies/uL so v&i 0,144 copies/uL; p < 0,001). Nhém réi loan tram cam
c6 do phan tan 1on hon, xuat hién cac gia tri cao bat thwong, trong khi nhém chirng
it phan tdn hon. Mirc d6 biéu hién miR-132 huyét twong c6 gia tri chadn doan roi loan
tram cam & mirc kha (AUC = 0,72), v&i d6 nhay la 83,33%, dé dac hiéu la 58,33%,
diém cat 13 0,192 copies/pL. O BN réi loan tram cam mtc dd vira va ning (theo ICD-
10), giai doan vira va nang (theo ICD-10), m&c d6 bi€u hién miR-132 huyét twong
cao hon dang ké so v&i nhém chirng (p < 0,01). Két ludn: Mirc d6 biéu hién miR-132

huyét twong c6 gia tri chidn doan roi loan tram cam & mirc kha.

Tir Khéa: RGi loan trAm cadm; MicroRNA-132; Phan (ng chudi polymerase

ky thut so.

PLASMA MICRORNA-132 EXPRESSION LEVELS
IN PATIENTS WITH DEPRESSIVE DISORDER

Abstract

Objectives: To evaluate the diagnostic value of plasma microRNA-132 (miR-132)
expression levels in patients depressive disorder. Methods: A prospective, cross-sectional
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descriptive, study was conducted on 60 adult patients with depressive disorder and
60 healthy controls. The expression level of miR-132 was quantified using digital
Polymerase Chain Reaction (dPCR). Results: Patients’ age ranged from 18 - 60 years.
The median expression level of miR-132 in the depression group was significantly
higher than that in the control group (0.336 copies/uL vs. 0.144 copies/uL;
p < 0.001). The depression group showed greater variability with the presence of
unusually high values, whereas the control group demonstrated less dispersion.
The expression level of miR-132 showed good diagnostic value for depression
(AUC = 0.72), with a sensitivity of 83.33%, a specificity of 58.33%, and a cut-off value
of 0.192 copies/pL. In patients with moderate and severe depression (according to
ICD-10), corresponding to stages moderate and severe (according to ICD-10), the
expression level of serum miR-132 was significantly higher than that in the control
group (p < 0.01). Conclusion: The expression level of miR-132 shows fair diagnostic
value for depression.

Keywords: Depressive disorder; MicroRNA-132; Digital PCR.

PAT VAN PE loan tram cam cao hon dang ké so véi
nguwoi khée manh, twrong quan thuan véi
diém HAMA va diém HAMD [3 - 5]. O Viét
Nam, chwa c6 cac cong bd vé mirc do biéu

R6i loan trAm cam la bénh phé bién
trén thé gidi vai ty 1€ ngay cang gia tang.
Cac nghién cttru vé roiloan tramcdmcho ~~ 7 " . A
x 1A \ « 1.~ hién cta miR-132 huyét twong trén BN
thay nguy co bi bénh nay trong toan bo
cuoc doila 10 - 25% & nitva5-12% &
nam [1]. Bénh sinh ctia réiloan trdm cam

N A rd N Y A 7
roi loan tram cam. Vi vay, nghién ctru
duoc thuc hién nham: Nhdn xét gid tri
A e s . chdn dodn réi loan trdm cdm ctia mirc dé
kha phurc tap, cé nhiéu gia thuyét duoc i ’

dwa ra va dwoc chirng minh trong co ché biéu hign miR-132 huyet tuong.

cia ro6i loan trdm cam. MiR 1a nhirng ~ R .
POI TUONG VA PHUONG PHAP

doan RNA ngian khoang tr 19 - 24
nucleotit lién quan dén co ché bénh sinh
cda roi loan tram cam, anh hwéng dén
chat thdn kinh
monoamine va non-monoamine [2].

cac din truyén
Trong d6, miR-132 huyét twong cua
ngudi gdbm 22 nucleotide, ndm trén
nhiém sac thé 17 & vi tri 17p13.3. Két
qua nghién cru cho thdy mirc do biéu
hién cia miR-132 huyét twong & BN rdi
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NGHIEN CU'U

1. P6i two'ng nghién ciru

GOom 60 BN nguoi 1én bi réi loan tram
cam dwoc chdn doan theo ICD-10, diéu
tri tai Khoa TAm thén, Bénh vién Quan y
103 tir thang 01/2023 - 12/2024 va
nhom déi chirng gom 60 nguwoi 1én.

* Tiéu chudn lwa chon: Can bd, cong
nhan vién, hoc vién cia Hoc vién Quan y
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kham strc khoé dinh ky hang nam, thoa
man du cac diéu kién sau: Tudi tir 18 -
60; khong c6 tién stt mac cac bénh man
tinh, khdng mac cac bénh ung thw; khéng
mac cac bénh cip tinh tai thoi diém 13y
mau; HbsAg, HIV, HCV 4m tinh; tu6i, gi¢i
tinh khong cé sy khac biét c6 y nghia
théng ké véi nhom nghién ciru; thin
nhan nguwoi bénh va nhém chirng dong y
tham gia nghién ctru.

* Tiéu chudn loai trir: BN c6 chan
thwong so nao; HbsAg, HIV, HCV dwong
tinh; BN suy than, suy gan; BN da dwoc
diéu tri bang s6c dién; BN nghién ma tay
va ruou.

2. Phwong phap nghién ciru

* Thiét ké nghién ctru: Nghién ctru tién
ctru, md ta cat ngang theo ty 1é 1:1.

* Phwong phdp chon c& mdu: Ap dung
cong thirc tinh c& mau:

_ ZLanP(1=P)
dZ

Trong d6, a: Mic y nghia théng ké
(chon a = 0,05); Z1-o/2: Gia tri thu dwoc
tlr bang Z &ng voi gia tri a ¢6 Zi-a2 =
1,96; p: Ty 1& % nguwdi mac bénh rdi loan
trdm cam ndi chung, khodng 17% theo
nghién ciru ctia mét sé tac gia da bao cao
[6],c6p=0,17,9q=1-p=1-0,17=0,83;
d: Sai s6 tuyét d6i mong muon (0,1), cé
n =(1,96)2x 0,17 x 0,83/(0,1)2 = 54,20.

Nghién ctru 1dy 60 BN r6i loan tram
cam, dinh lwong m&c d6 biéu hién cua
miR-132. Nhom chirng gom 60 nguoi
thoa man céc tiéu chi lwa chon dé dinh

lwvgng mirc do bi€u hién cia miR-132
huyét twong.

* Pinh lwong mirc dé biéu hién cia
miR-132: St dung dPCR. St dung bo kit
hsa-miR-132-5p (Qiagen, s6 16 san xuit:
339306).

Thoi diém 14y mau: Poi véi nhém
nghién ctru, 14y mau mau sau khi do dién
nio do dinh lwong tai Khoa TAm thén,
Bénh vién Quan y 103. P6i véi nhém
chirtng gdbm nguwoi khée manh, 1dy mau
tai thoi diém hién mau tinh nguyén hoac
buéi sang di kiém tra sirc khoe.

Cach thirc thwc hién: Ly 5mL mau
tinh mach ngoai vi cho vao ong c6 chat
khang dong Ethylenediaminetetraacetic
acid (EDTA), chuyén dén Khoa Héa sinh,
Bénh vién Quan y 103. Ly tam 3.000
vong/phut trong 5 phut, tich 14y huyét
twong bao quan trong tu lanh & nhiét do
-80°C. Sau khi thu thap dd s6 lwgng mau,
tién hanh dinh lwong microRNA tai Bo
mon Giai phau, Hoc vién Quany.

DPinh lwong s6 ban sao cia miR-132
huyét twong va cac do6i chirng ngoai sinh
(spike-in control), bao gbm UniSp4 dung
dé kiém soat qua trinh tach chiét RNA va
UniSp6 dung dé kiém soat bwéc phién
ma nguoc (RT-PCR).

* Phdn tich sé liéu: S6 liéu thu thip
dwoc phan tich va xt Iy bang phdn mém
Stata 14.0, véi mirc y nghia théng ké
p <0,05. Cac gia tri miR-132 huyét twong
do khong tudn theo quy luit phan phéi
chuin, nén dwoc biéu hién dudi dang
trung vi (khoang t phan vi).
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3. Pao dirc nghién ciru 19/CNChT-HPPD ngay 06/01/2023).
Nghién cttu dwoc thong qua Hoi dong SO liéu nghién ctru dwgc B6 mon - Khoa
Pao ditc trong nghién cttu y sinh cia Tam than, Hoc vién Quan y cho phép sir
Bénh vién Quan y 103 trwdc khi trién  dung va cong bo. Nhém tac gia cam két
khai nghién ctru (Gidy chitng nhin s6  khong cd xung dot loi ich trong nghién ciru.

KET QUA NGHIEN CO’U

Bang 1. Pic diém tudi va gidi tinh cia déi twong nghién ciru.

Nhom nghién ciru Nhém chirng

Thong so (n = 60) (n = 60) p

Tuoi, n (%)

18-39 38 (63,33) 35 (58,33) 0,575

40 - 60 22 (36,67) 25 (41,67)

Trung vi (Q1 - Q3) 33,5 (22 -45,5) 34 (22 -43) 0,891
Gioi tinh, n (%)

N 25 (41,67) 35 (58,33) 0,068

Nam 35(58,33) 25 (41,67)

Khong c6 sy khic biét vé nhém tudi va giéi tinh & nhém nghién ctru so véi nhom

chirng (p > 0,05).

p = 0.000

< 0.336 (0.239 - 0.578)

Mir-132 (copies/pL)

]
0.144 (0.072 — 0.384) .

Nhém ching Nhém trdm cam

Bi€u do6 1. Mirc do biéu hién miR-132 huyét twong
& nhém roi loan tram cam va nhém chirng.

Mtrc d6 biéu hién miR-132 huyét twong & nhém réi loan traim cam c6 trung vi cao
hon dang ké so véi nhém chirng (p < 0,001). Nhém réi loan traim cdm c6 d6 phén tan
16 hon, xuét hién cc gia tri cao bat thwong, trong khi nhém chirng it phan tan hon.
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D6 nhay: 83,33%
Db dic hiéu 58,33%
Biém cat: 0.192 copies/uL
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1 - D6 dac hiéu
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Biéu d6 2. AUC thé hién gia tri chdn doan réi loan trim cam
ciia mirc do bi€u hién miR-132 huyét twong.

Mirc d6 biéu hién miR-132 huyét twong cé gia tri chdn doan rdi loan trdm cam &
mutc kha (AUC = 0,72), v6i dd nhay 1a 83,33%, do dic hiéu 1a 58,33%, diém cit 1a
0,192 copies/pL.

p=0,244
=l el
p=10.001

2 g
R g~
3 g .
o 0,239 (0,168 —0,360) &
L E | ou
£ | 0,144 (0,072-0,384) = 0,144 (0,072 —0,384) 0.335 (0,240 — 0,670)

1

Nhém chirng (n = 60) Trim cém giai doan nhe (n = 12) Nhém chirng (n = 60) Tram cam giai doan vira (n = 23)

@ -

p=0,000

6
i

0.431 (0,288 — 0,622)

MiR-132 (copies/pL)
4
L

0,144 (0,072 — 0,384) H
Loty .
)
| —— ——
Nhém chirng (n = 60) Nhém TC giai doan nang (n = 25)

Biéu d6 3. Mirc do biéu hién miR-132 huyét twong & BN réi loan trim cam
theo giai doan ICD-10 va nhém chirng.

Mtrc do biéu hién miR-132 huyét twong & nhém réi loan trim cam giai doan vira
va nang theo ICD-10 cao hon dang ké so véi nhom chirng (p < 0,01). Trong khi &
nhém réi loan trAm cdm giai doan nhe c6 mic d6 biéu hién miR-132 huyét twong
cao hon so véi nhém chirng, sw khac biét khong cé y nghia thong ké (p > 0,05).
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BAN LUAN

MicroRNA-132 huyét twong la phan
tlr dwgce bao ton cao, dong vai tro diéu
hoa quan trong trong cac rdi loan hé than
kinh trung wong. Mirc do biéu hién cua
miR-132 huyét twong thé hién su thay
déi trong nhiéu loai réi loan than kinh
khac nhau va c6 lién quan chat ché dén
sw kh&i phat va tién trién ctia bénh. Mirc
dd biéu hién cia miR-132 huyét twong
trong hé than kinh trung wong dwoc diéu
hoa bdi nhiéu kich thich va con dwong
truyén tin hiéu khac nhau, bao gom sw di
chuyén va tich hgp cta té bao than kinh,
sw phat trién va phic tap ctia nhanh ciy,
sw hinh thanh khép than Kinh, tinh linh
hoat cua sinap than kinh, cling nhw tinh
trang viém. Sw biéu hién bit thwong cla
miR-132 huyét twong trong nhiéu bénh
than kinh trung wong da dwoc chi y rong
rai. Cac nghién cttu lam sang da phat
hién ra mc do biéu hién miR-132 huyét
twong thay do6i & ca bénh than kinh trung
wong man tinh va cp tinh, dinh vi miR-
132 huyét twong nhw mot ddu an sinh
hoc hodc muc tiéu diéu tri tiém nang [7].
Aten S va CS (2019) cho rang miR-132
huyét twong 1a microRNA c6 lién quan vé
mat ciu tric dwoc biéu hién tir cing mot
ban sao khéng ma hoa. Biéu hién thay
dé6i cia miR-132 huyét twong lién quan
dén mot s6 réi loan tAm thin do sang
chan tdm ly. Cac tac gia da kiém tra sw
déng gép vé mit chirc nidng cda locus
miR-132 huyét twong vao sw phat trién
clia cac hanh vi gy ra bé&i cang thang va
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giong nhw lo 4u. Ban dau, cac tac gia da
kiém tra biéu hién tir locus miR-132
huyét twong c6 bi thay do6i bdi cac yéu tod
gay cang thang hay khong. Dw¢i tic dong
clia cang thang cdp tinh kéo dai 5 gio,
nhom tac gia da chirng minh miR-132
huyét twong tang hon gap do6i & hoi hai
ma va hanh nhan & chuot. Khi bi cang
thang man tinh kéo dai 15 ngay, biéu
hién cua miR-132 huyét twong ting gip
d6i & hanh nhan nhwng khong ting & hoi
hai ma. Nhém tac gida nhan dinh nhitng
dit liéu nay dwa ra trién vong miR-132
huyét twong c6 thé dong vai tro quan
trong trong viéc diéu hoa phan rng véi
cang thang va lo 4u [8].

Bén canh d6, BDNF (brain-derived
neurotrophic factor) 1a chit diéu hoa
déng vai tro quan trong trong co ché
bénh sinh cta roi loan trdm cam. Cac
nghién cru nhan thay, mic d6 biéu hién
cia miR-132 huyét twong twong quan
nghich vé&i mirc do biéu hién ciia BDNF &
vung hai ma théng qua twong tac can
bang ndi moi véi MeCP2 [3, 9]. Hon nita,
roi loan diéu hoa miR-132 huyét twong
trong ro6i loan trdm cdm anh hwdng dén
chirc ndng va ciu tric vo nao trudec tran
va hé limbic: (1) M&c do biéu hién miR-
132 huyét twong cao lién quan dén gian
doan bién d6 cua cac tin s6 thap va gidm
khoi lwong chat xdm & vo nido trwdc tran
va hé limbic; (2) Gidm suw chd y va diéu
khién ctia cac viing ndo c6 lién quan dén
mrc dé6 biéu hién cia miR-132 huyét
twong tang cao [10].
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Két qua nghién ctru cho thiy mrc do
bi€u hién miR-132 huyét twong & nhém
roi loan trdm cam cao hon dang ké so véi
nhém chirng (p < 0,001). Gia tri chin
doan réi loan tram cam dat mtc kha. O
BN rdi loan tram cam, mirc d6 biéu hién
miR-132 huyét twong c6 do phan tan
lém, ghi nhin nhiéu gid tri cao bat
thuong. O nhém réi loan tram cam giai
doan vira va nang, mirc do biéu hién
miR-132 huyét twong cao hon cé y nghia
so v&i nhém chirng (p < 0,01), trong khi
& nhoém roi loan trdm cadm giai doan nhe,
gia tri trung vi cling cao hon nhém
chirng, nhwng khac biét khéng c6 y nghia
théng ké (p > 0,05). Piéu nay c6 thé do
c& mau con nhd. Két qua nay dwoc giai
thich do miR-132 huyét twong phan anh
tinh trang roi loan diéu hoa than kinh -
mién dich.

Cac nghién ctru lam sang truwéc day
cling cho thiy sw khac biét vé mic do
biéu hién miR-132 huyét twong & BN réi
loan trdm cdm va ngwoi khde manh.
Nghién cttu lam sang caa Li Y] va CS
(2013) so sanh 40 BN r6i loan trdm cam
va 40 nguwdi khoe manh khoéng cé sw
khéc biét vé tudi, gi¢i tinh va trinh do
hoc vin. Pinh lwgng néng d6 BDNF
huyét thanh bang phwong phap ELISA,
mirc d6 bi€u hién ctia miR-132 huyét
twong dwoc xac dinh bang rPCR. Sau dé
xac dinh vai tro diéu chinh nong dé
BDNF huyét thanh ctia miR-132 huyét
twong bang md hinh té bao SH-SY5Y clia
u nguyén bao than kinh & ngwoi. Két qua
cho thdy mirc d6 biéu hién ctia miR-132

huyét twong & BN roi loan traim cam cao
hon dang ké so véi ngwoi khoe manh
(0,58 x 103 copies/mL so véi 0,13 x 103
copies/mL; p < 0,01), néng do0 BDNF
huyét twong & nhom réi loan traim cam
thdp hon dang ké so v&i nguoi khoe
manh (20,05 £ 5,98 ng/mL so v&i 25,22
+ 5,17 ng/mL; p < 0,001). C6 m&i twong
quan nghich gitra mic d6 bi€u hién cua
miR-132 huyét twong va BDNF huyét
twong (r = -0,307; p = 0,006). Két qua
ciing chi ra m&c d6 biéu hién cua
miR-132 huyét twong diéu chinh néng
d6 BDNF trong huyét thanh [9]. Liu Y va
CS (2016) so sanh mirc d6 biéu hién cua
miR-132 huyét twong & 62 BN roi loan
tram cdm khong dung thudc va 73 nguoi
khée manh cho thdy mirc d6 biéu hién
cia miR-132 trong huyét twong dwoc
tinh bang phwong phap so sdnh ACt véi
U6-snRNA lam noéi chuin; khong cé suw
khac biét vé tudi, gi¢i tinh va trinh dé
hoc van ctia hai nhém réi loan trdm cam
va nguoi khoe manh. Két qua cho thay
mirc d6 biéu hién cia miR-132 huyét
twong tang dang ké & nhom réi loan
trAm cam so v&éi nhém khde manh
(t=-2,613;p =0,01) [4].

Nghién cru lam sang ctia Fang Y va CS
(2018) trén 45 BN rdi loan trdim cam
khong dwoc diéu tri (nhém NT) va 32
nguoi khoe manh (nhém HC), xac dinh
mic d6 biéu hién ciia miR-132 huyét
twong bang phwong phap rPCR, tinh
bang phwong phap so sanh ACt v&i RNA-
5s lam noi chuin. Két qua cho thay mirc
d6 bi€u hién cia miR-132 huyét twong
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tang cao hon & nhom roi loan tram cam
khong dung thudc so véi nhom khée
manh (2,4 + 1,814 sovéi 1 £0,849; p =
0,000). Mirc do biéu hién cua miR-132
huyét twong la dau 4n sinh hoc dé chan
doan réiloan tram cam [5]. Shile Q va CS
(2018) danh gid mic do bi€u hién cta
miR-132 huyét twong cung vé&i chup
cong hwdng tlr ndo bo trén 81 BN roi
loan tram cam va 123 ngwoi khde manh.
Tat ca cac BN dwgc chup MRI ndo b xac
dinh 3 dac diém: Bién do dao dong tin s6
thip phan doan (fractional amplitude of
low frequency fluctuations - fALFF) tir
MRI chirc nang trang thai nghi (resting-
state functional MRI - rs-fMRI), thé tich
chat xdm (grey matter - GM) tir MRI cau
triuc va mic do di hwéng tir MRI khuéch
tan (fractional anisotropy - FA). Mirc do
biéu hién miR-132 huyét twong dwoc
xac dinh bang phwong phap rPCR, tinh
bang phwong phap so sanh ACt véi U6-
snRNA lam néi chuin. Két qua cho thiy,
mic d biéu hién miR-132 trong huyét
twong & cac BN roi loan tram cdm khong
dung thudc cao hon dang ké so véi nguoi
khoe manh (p = 0,0136). Mrc d6 biéu
hién miR-132 huyét twong cao hon & cac
BN réiloan trim cam lién quan dén giam
fALFF va thé tich chit xdm & hoi hai ma
(hippocampus - HIPP), h6i cdn hai m3,
hach hanh nhan (amygdala - AMY), vo
ndo trwéce tran lung bén (dorsolateral
prefrontal cortex - DLPFC), thuy dao va
hé thong limbic. Mirc d6 biéu hién miR-
132 huyét twong cao hon & cac BN réi
loan trdm cam lién quan dén gidm fALFF
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& vo ndo vanh trwéc va thuy dinh dudi,
tang fALFF & vo ndo thi gidc. Mirc d6 biéu
hién miR-132 huyét twong tang lién
quan dén giam thé tich chit xdm & do6i
thi, nhan du6i va vé ndo vanh trudc [10].
Nhirng két qua trén cing véi két qua
nghién ctru cia ching to6i cho thiy gia tri
tiém ndng cia miR-132 huyét twong
trong phat hién sé'm roi loan tram cam.

KET LUAN
Mirc d6 bi€éu hién miR-132 huyét
twong c6 gia tri chdn doan roi loan trim
cdm & mirc kha. & BN réi loan trim cam
giai doan vira va nang (ICD-10), m&c do
biéu hién miR-132 huyét twong cao hon
dang ké so véi nhém chirng (p < 0,01).
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