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XAC PINH NGUONG CAT CUA
Ti LE MRNA e6/e7 BANG FLOW CYTOMETRY
TRONG PHAT HIEN BAT THUYONG TE BAO CO TU CUNG

Nguyén Thi Mai Anh', Ha Kiéu Trang?, Tran Thi Ngoc Mi",
Trinh Nhat Trwong', Ly Thanh Thién', Nguyén Ngoc Khanh Linh', Phan Pang Anh Thu!

TOM TAT

Pit van dé: Nhiém dai ddng cac tip Human
Papillomavirus nguy co cao (HR-HPV) la yéu t6 nguy co
chinh dan dén ung thw cd t& cung (CTC). Bidu hién cla
cac gen gay ung thw E6 va E7 phan anh hoat dong sinh
hoc cla virus va co lién quan dén sy tién trién cla tén
thwong CTC. Do dé, danh gia ti & biéu hién mRNA E6/E7
c6 thé la mot chi d&u sinh hoc tiém nang trong phat hién
céac bat thuwong té bao CTC.

Muc tiéu: Xac dinh ngwéng cat téi wu cua ti & biéu
hién mRNA E6/E7 trong phat hién bat thuwdng té bao CTC.

D6i twong va phwong phap nghién ctru: Nghién ciru
moé ta cdt ngang dwoc thwe hién trén 527 phu nir dén kham
sang loc UTCTC tai Phong kham Pa khoa Pai Phudc tw
thang 01/2023 dén thang 05/2025. T4t cd mau phét té
bao CTC thu dwoc dwoc thwe hién déng thoi xét nghiém
té bao hoc, HR-HPV DNA bang multiplex real-time PCR
va dinh lwgng biéu hién mRNA E6/E7 béng ky thuat flow
cytometry. Nguwdng cat téi wu dwoc xac dinh bang dwong
cong ROC véi phuwong phap t& bao hoc lam tiéu chuan
tham chiéu. Mtrc dd ddng thuan gitra cac phwong phap
duwoc danh gia bang hé s Gwet’s AC.

Két qua: Ngudng cat tdi wu cla ti &6 mRNA E6/E7 1a
0,15%, v&i do nhay 58,82%, d6 dac hiéu 85,29%, dd chinh
xac 84,44%; AUC = 0,69 (KTC 95%: 0,52-0,86; p = 0,026).
Phwong phap phat hién mRNA E6/E7 ¢ mirc do ddng
thuan tét voi t& bao hoc (Gwet's AC = 0,80; KTC 95%:
0,75-0,84; p < 0,001).

Két luan: Ti 1& biéu hien mRNA E6/E7 v&i ngwéng cat
0,15% c6 kha nang phat hién bét thwong té bao CTC voi
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d6 dac hiéu cao va mirc do ddng thuan tbt véi té bao hoc,
cho thay tiém nang rng dung trong sang loc va phan tang
nguy co ung thw CTC.

Twr khoa: HR-HPV, mRNA E6/E7, Flow cytometry

SUMMARY

THE CUTOFF VALUE OF THE E6/E7 MRNA
EXPRESSION RATE BY FLOW CYTOMETRY FOR
THE DETECTION OF CERVICAL CYTOLOGICAL

ABNORMALITIES

Background: Persistent infection with high-risk
Human Papillomavirus (HR-HPV) types is the main risk
factor for cervical cancer. The expression of the viral
oncogenes E6 and E7 reflects the biological activity of HPV
and is associated with the progression of cervical lesions.
Therefore, assessing E6/E7 mRNA expression levels
may serve as a potential biomarker for detecting cervical
cytological abnormalities.

Objective: To determine the optimal cutoff value of E6/
E7 mRNA expression rate for detecting cervical cytological
abnormalities.

Methods: A cross-sectional descriptive study was
conducted on 527 women undergoing cervical cancer
screening at Dai Phuoc General Clinic from January 2023
to May 2025. All liquid-based cervical cytology samples
were simultaneously tested using cytology, HR-HPV DNA
detection by multiplex real-time PCR, and quantification of
E6/E7 mRNA expression using flow cytometry. The optimal
cutoff value was determined using ROC curve analysis, with
cytology as the reference standard. Agreement between
methods was evaluated using Gwet's AC coefficient.

Results: The optimal cutoff for E6/E7 mRNA
expression was 0,15%, with sensitivity 58,82%, specificity
85,29%, and accuracy 84,44%; AUC = 0,69 (95% CI:
0,52-0,86; p = 0,026). Detection of E6/E7 mRNA showed
good agreement with cytology (Gwet’'s AC = 0,80; 95% CI:
0,75-0,84; p < 0,001).

Conclusion: An E6/E7 mRNA expression cutoff
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of 0,15% demonstrated good specificity and strong
agreement with cytology for detecting cervical cytological
abnormalities, indicating its potential utility in cervical
cancer screening and risk stratification.

Keywords: HR-HPV, mRNA E6/E7, Flow cytometry.

I. DAT VAN DE

Ung thw CTC 14 loai ung thw phd bién the tw &
phu n trén toan thé gidi (1) va day ciing 1a nguyén
nhan gay t&r vong hang dau & phu nir tai cac nwéc
dang phat trién (2). O' Viét Nam, theo théng ké cua
Té chirc Y té Thé gidi vao nam 2022, cé khoang
4612 trworng hop méc maéi va hon 2500 trwéng hop
tr vong do UTCTC (1).

Yéu t6 nguy co chinh d&n dén UTCTC la nhiém
dai d&ng cac tip HPV nguy co' cao. Trong qua trinh
nhiém vi rut dai dang, bd gen cua vi rat dwoc tich
hop vao bd gen cla té bao chi, gay ra biéu hién
qué mirc cac gen gay ung thw E6 va E7 va dan dén
nhirng thay ddi quan trong trong t& bao dé tién trién
thanh cac tén thuwong &c tinh (3).

Chinh vi vay, mRNA E6 va E7 tr& thanh chi diu
sinh hoc khéng xam I4n tiém nang dé phat hién ton
thwong CTC mic dd cao (CIN2+), cho phép dong
thoi phat hién vi rat HPV va dy doan cac tdn thwong
CTC. So v¢&i phwong phap xét nghiém dwa trén DNA,
mRNA E6/E7 khdng chi cung cép théng tin vé tinh
trang hoat dong ctia vi rat (4), ma ti 1& biéu hien mRNA
con cé twong quan tét véi mire do ton thwong té bao
CTC (5) do d6 c6 y nghia vé& mét |am sang hon (4).

Nghién ctru nay chuing t6i str dung ky thuat FCM
dé phat hién mRNA E6, E7 va xac dinh ngwdng cét
ti wu cla ti 1& biéu hien mMRNA E6, E7 trong xac dinh
céac tén thwong té bao CTC.

I. DOI TWONG VA PHUONG PHAP NGHIEN CUrU

Nghién ctru md ta cat ngang dwoc thwe hién trén
527 phu nir dén kham sang loc UTCTC tai phong
kham Da khoa Dai Phwéc, co chi dinh lam déng thoi
xét nghiém té bao hoc, HR-HPV DNA va mRNA E6/
E7 trong thoi gian tr thang 01 nam 2023 dén thang
05 nam 2025.

lll. KET QUA

Bang 1. Pac diém dbi twong nghién ciru

Tiéu chuan chon vao 1a mau bénh pham bang
phwong phap nhang dich (liquid-based cytology — LBC).

Loai trir cac treong hop: C6 két qua xét nghiém
té bao hoc khong dat va két qua real-time PCR HPV
khong bao cao cu thé typ dwong tinh

HR-HPV DNA: Xét nghiém multiplex real-time
PCR phat hién HPV tip 16, 18 va 12 tip HR-HPV
khac bao gébm: 31, 33, 35, 39, 45, 51, 52, 56, 58, 59,
66, 68.

Té bao hoc

Am tinh: nhitng méu c6 két qua am tinh v&i ton
thwong trong biéu mé hodc &c tinh, bao gém: té bao
trong gi¢i han binh thwédng, té bao bién ddi teo, té
bao bién d6i do viém nhiém.

Dwong tinh: bao gém nhirng mau cé tén thuwong
ttr mirc d6 ASC-US tré l1én.

Ky thuat FCM phat hién mRNA E6/ET:

M&u LBC con lai: 14y khoang 1ml mau, loc va
rira bang dung dich PBS, sau d6 ly tam va gitr lai
khoang 300 dén 500 pl dung dich c&n té bao. Xt ly
va nhudm cén té bao bang bd héa chat thwong mai
HPV Oncotect 3Dx mRNA E6/E7 (IncellDx, CE-IVD).

M&u dwoc chay trén hé théng Novocyte Flow
Cytometer va két qué dwoc phan tich bang phan
mém Novoexpress.

Phwong phap phan tich sé liéu

Xac dinh ngwdng cat téi wu cha ti 16 mRNA E6/
E7: l4y phwong phap té bao hoc lam phuwong phap
tham chiéu, xay dwng dwéng cong ROC va nguwéng
cat tbi wu dwoc xac dinh tai diém trén dwong cong
ROC c6 chi s6 Youden cao nhét.

Uéc tinh hé s6 dong thuan Gwet’s AC dé danh
gia déng thuan cda xét nghiém HPV mRNA E6/E7
v&i xét nghiém Multiplex real-time PCR HPV va xét
nghiém Pap, dwa theo thang danh gia clia Landis &
Koch (6) nhw sau: < 0: khéng déng thuan; tir 0,01
dén 0,2: ddng thuan khong dang ké; tir 0,21 dén 0,4:
ddng thuan kha; tlr 0,41 dén 0,6: déng thuan vira
phai; ttr 0,61 dén 0,8: ddng thuan tét; tir 0,81 dén 1:
ddng thuan gan nhw hoan toan.

) Té bao hoc HPV DNA Téng
Ket qua - .
Sé lwong Ti 18 (%) Sé lwong Ti 18 (%) 527
Am 510 96,77 496 94,12
Dwong 17 3,23 31 5,88

Chung t6i thu dwoc 529 mau, trong dé loai trir 2 maAu cé két qua xét nghiém té bao hoc khong dat. Tdng
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cdng ¢6 527 mau duoc dwa vao nghién clru véi dac diém té bao hoc va tinh trang nhiém HR-HPV nhw
trong béng 1. D6 tudi trung binh ctia dbi twong nghién clru 1a 39,56 + 9,93 tudi, thip nhat la 19 tudi va cao

nhét 1a 76 tudi.

Bang 2. Ngudng cét cua ti 1é mRNA E6/E7 trong phat hién bat thuong té bao CTC
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Trong phat hién bat thwong té bao CTC, &
ngwdng cét 0,15%, ti 18 mRNA E6/E7 c6 dd nhay
58,82%, d6 dac hiéu 85,29%, dd chinh xac 84,44%,
ti 1é kha di dwong (LR+): 4,00 va LR-: 0,48. Dién tich
duwdi dwong cong ROC (AUC) la 0,69 (KTC 95%:
0,52 - 0,86, gia tri p= 0,026).

Béng 3. P6 déng thuan cua phuong phap phat hién mRNA E6/E7 va té bao hoc

Té bao hoc Ti lé doéng thuan Hé s6 Gwet’s AC cist
Am Dwong quan sat dwoc (KTC 95%) p
mRNA E6/E7 Am 429 7 83,30% 0,80 (0,75 —0,84) <0,001
Dwong 81 10

Phwong phap Flow cytometry phat hién mRNA E6/E7 ¢ ti 1& dbng thuan v&i phwong phap té bao hoc
trong phat hién bat thweng té bao CTC la 83,30%, hé sb ddng thuan Gwet's AC 1a 0,80 (KTC 95%: 0,75 —
0,84, gia tri p<0,001).

Trong 81 mau co biéu hién mRNA E6/E7 qua mic nhwng té bao hoc CTC khéng cé béat thuwdng, co 14
mau c6 phat hien HR-HPV DNA bang xét nghiém real-time PCR. Cu thé, c6 5 trudng hop dwong tinh voi
HR-HPV tip 16, 1 trwdng hop nhiém tip 18 va 8 trudng hop dwong tinh véi cac tip HR-HPV khéc tip 16, 18.

C6 7 trwdng hop két qua té bao hoc ghi nhan bat thwerng té bao CTC, nhwng két qua danh gia biéu hién
mRNA E6/E7 am tinh. Trong 7 trwéng hop nay, 4 mau co két qua té bao hoc 1a ASC-US, 1 mau LSIL, 1 mau
ASC-H va 1 mau HSIL; ca 7 trwéng hop déu am tinh véi HR-HPV — theo két qué xét nghiém HR-HPV DNA.
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Hinh 1. Két qud mRNA E6/E7 binh thuong cla
méu cé két qua té bao hoc trong gi6i han binh thuong.
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Hinh 2. Két qué mRNA E6/E7 biéu hién qué mirc
clia mau cé két qud Té bao hoc: LSIL.
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IV. BAN LUAN

Trong nghién cu nay, dién tich dwdi dwong
cong ROC cua ti 1& biéu hien mRNA E6/E7 |a 0,69
(KTC 95%: 0,52 — 0,86, gia tri p = 0,026), cho thay
kha nang phan biét tdn thwong ctia chi s6 nay & mirc
d6 trung binh. Chung t6i xac dinh nguéng cét téi wu
clia ti 1& biéu hién mRNA E6/E7 trong phat hién bét
thwong té bao CTC 1a 0,15%, véi dd nhay 58,82%,
dd dac hiéu 85,29% va dod chinh xac 84,44%. D6 dac
hiéu twong dbi cao cho thay chi sb nay cé kha nang
phan biét tét cac trwdng hop khong cé bat thwong té
bao CTC, c6 thé gép phan loai trir cac trwdng hop
am tinh gia. Tuy nhién, d6 nhay cla phwong phap
chi ghi nhan & muc trung binh. Diéu nay c6 thé vi
c6 mot s trwong hop béat thwong té bao CTC do
cac nguyén nhan khac, khéng phai do HR-HPV gay
nén (7, 8). Cu thé trong nghién ctru nay chung t6i ghi
nhan 7 trwdng hop co bat thwdng té bao CTC nhwng
khong c6 biéu hien mRNA E6/E7 qua mic va am
tinh véi HR-HPV DNA, chung t6i st dung phwong
phap té bao hoc lam tiéu chuén va khong loai tri
cac trwdng hop am tinh véi HR-HPV nén c6 thé anh
hwéng dén két qua danh gia gia tri ctia phwong phap
xét nghiém. So sanh vé&i két qua nghién clru cla tac
gid Christine Kottaridi va cong sw (9), nghién ctru
nay cho két qua do nhay (81,4%) cao hon nghién
clru clia chung t6i, do tac gid danh gia dwa trén cac
mau co6 két qua md bénh hoc tir mirc d6 CIN2 tré [én
va ti &6 HPV DNA dwong tinh 1én dén 95,45% (21/22
mau). Tac gia Deirdre Pierry (10) cling cho két qua
dod nhay twong déi cao (trén 88,00%) va d6 dac hiéu
> 80,00% dbi v&i tdn thwdng tr mirc d6 CIN2 tré 1én.
Nhin chung, dwa trén két qua cla ca ba nghién ctru
cho thdy phwong phap danh gia mirc d6 biéu hién
mRNA E6/E7 bang Flow cytometry cé thé 1a phwong
phap tiém nang trong phan tadng nguy co va hd tro
chan doan ton thwong té bao CTC & cac trweng hop
nhiém HR-HPV.

Ngoai ra, phwong phap phat hiéen mRNA E6/
E7 bang flow cytometry cé mirc d6 déng thuan tét
véi xét nghiém té bao hoc, véi hé sb Gwet's AC
dat 0,80 (KTC 95%: 0,75-0,84; gia tri p < 0,001).
Nhirng két qua nay cho thay viéc dinh lwong ti lé
biéu hien mRNA E6/E7 c6 gia tri trong phat hién cac
bat thuwéng té bao CTC va c6 tiém nang (rng dung
trong sang loc ung thw CTC — hé tro' cac trwdng hop
té bao hoc khong ré rang hodc phan ting nguy co
sau té bao hoc va HPV DNA.

Trong sb cac trwong hop khong déng thuan gitra
hai phwong phap, c6 81 mau biéu hién qua mic
mRNA E6/E7 nhung khong phat hién bat thwong
trén té bao hoc. Trong sb nay, 14 trwdng hop dwoc
phat hién c6 HR-HPV DNA béng xét nghiém real-

time PCR, bao gém cac tip HPV 16, 18 va mot s tip
nguy co cao khac. Cac tai liéu cling cho thay biéu
hién ctia mRNA E6/E7 c6 thé dwoc phat hién ngay
ca & nhitng trwdng hop cé két qua té bao hoc binh
thuwong, cho thdy hoat ddng cla cac gen gay ung
thw ctia HPV c6 thé xay ra trwdc khi xuét hién cac
thay dbi vé mét hinh thai c6 thé thay trén lam té bao
hoc (11). Do d6, danh gia ti 1& biéu hien mRNA E6/
E7 c6 thé giup dy doan sém cac trwdng hop nhiém
HR-HPV c6 kha nang tién trién thanh ton thwong tién
ung thw. Ngoai ra, t& bao hoc CTC phu thudc nhiéu
vao kinh nghiém cla ngwdi doc lam va chét lwong
mau bénh pham, nén van cé kha nang bé sét cac ton
thwong giai doan som.

Nhin chung, két qua nghién ctru cho thiy phwong
phap danh gia ti & mRNA E6/E7 c6 tiém nang tré
thanh mét cong cu bd tre hivu ich trong chién lwoc
sang loc ung thw CTC. Viéc két hop xét nghiém
mRNA E6/E7 v&i cac phwong phap sang loc hién co
nhw HPV DNA hoac té bao hoc cé thé gitp cai thién
dd chinh xac trong phat hién cac tén thwong cé y
nghia l1am sang, déng thoi hd tre phan tAng nguy co
& nhirng phu ni& nhiém HPV nguy co cao.

Tuy nhién, nghién cru ctia ching t6i van con mot
sb han ché. Thir nhét, day la nghién ctru cat ngang
nén chwa thé danh gia dwoc gia tri tién lwong dai
han ctia biéu hién mRNA E6/E7 dbi v&i su tién trién
cla cac tén thwong CTC. Th& hai, phwong phap
tham chiéu trong nghién cru la xét nghiém té bao
hoc thay vi mé bénh hoc, do d6 c6 thé anh hwéng
dén do chinh xac trong phan loai tén thwong. Ngoai
ra, nghién clru dwoc thwe hién tai mot co s& duy
nh4t nén kha nang khai quat hoa két qua cho quan
thé rong hon con han ché.

V. KET LUAN

Ti 1& biéu hién mRNA EG/E7 c6 ngudng cat toi
wu 0,15% trong phat hién cac tdn thwong tr mirc d6
ASC-US, cho dd nhay 58,82%, dé dac hiéu 85,29%
va dé chinh xac 84,44%. Day la phwong phap cé
tiém nang ng dung trong sang loc cac tén thuwong
té bao CTC, hé tro phan tang nguy co dbi véi cac
trwdng hop nhiém HR-HPV.

LOI CAM ON

Nghién ctru nay dwoec tai tro kinh phi béi Dai hoc
Y Dwoc Thanh phé HS Chi Minh theo Hop ddng sé
121/2024/HD- DHYD ngay 17/4/2024.
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DAC DIEM ROI LOAN LIPID MAU & NGU'O'l BENH TANG HUYET AP TAI
BENH VIEN Y HOC CO TRUYEN TRUNG UONG NAM 2025
Cao Thanh Ngoan', Thach Minh Thw?, Trinh Thi Phwwong Dung??

TOM TAT

D3t van dé: Tang huyét ap la mot van dé strc khoe
cong dong nghiém trong, lién quan chat ché dén bénh tim
mach va tlr vong som. Réi loan lipid mau la yéu t6 nguy co
quan trong gép phan thic day xo vira ddng mach & bénh
nhan ting huyét ap.

Muc tiéu: Khéo sat dac diém réi loan lipid mau & nguoi
bénh tang huyét ap diéu tri tai Bénh vién Y hoc cb truyén
Trung Uong nam 2025.

Doi twong va phwong phap nghién ciru: Nghién
ctru md teja cat ngang trén 200 bénh nhan tang huyét ap
va 200 doi twong khéng tang huyéet ap tai Bénh vién Y
hoc cb truyén Trung Uong tlr thang 6 dén thang 12 ndm
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2025. Cac chi sb lipid mau gém cholesterol toan phan (TC),
triglycerid (TG), HDL-C, LDL-C dwogc dinh lwong trén hé
théng Beckman Coulter AU480.

Két qua: Néng do trung binh TC, TG va LDL-C &
nhém tang huyét &p cao hon, trong khi HDL-C thap hon so
v&i nhém khéng tang huyét &p. Ty 1é réi loan lipid mau &
nhém tang huyét ap la 72,0%, cao hon so véi nhém ching
(58,0%) (OR=1,86; p=0,003). T} & c6 >2 thanh phan lipid
bt thwérng & nhém tang huyét ap 1a 41,0%.

Két luan: Réi loan lipid mau phd bién & bénh nhan ting
huyét ap, dac biét Ia réi loan da thanh phan, gép phan lam
tang nguy co tim mach

Ttr khéa: Tang huyét ap, réi loan lipid mau, cholesterol,
triglycerid

SUMMARY

LIPID PROFILE ABNORMALITIES IN HYPERTENSIVE
PATIENTS AT THE NATIONAL HOSPITAL OF
TRADITIONAL MEDICINE IN 2025

Background: Hypertension is a major public health
concern and is strongly associated with cardiovascular
disease and premature mortality. Dyslipidemia is an
important risk factor that contributes to the development of





