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Tom tat

Muc tiéu: Nghién ctru gié tri caa methyl hoa gene SEPT9 (MSEPT9) mau ngoai
vi trong chan doan ung thu dai truc trang (UTDTT). Phwong phdp nghién ciru:
Nghién ctru m6 ta cit ngang cé ddi chuang trén 244 nguoi tham gia, trong d6 c6 92
ngudi khoé manh kiém tra sirc khoé tai Bénh vién Quan y 103 va 152 bénh nhan
(BN) UTPTT diéu tri tai Bénh vién Quan y 103 va Bénh vién K tir thang 01/2021
- 12/2024. Xét nghiém mSEPT9 mau ngoai vi dugc xac dinh bang ky thuat semi
nested PCR véi mau do khoa kéo dai chudi (Extendable Blocking Probes - EXBPS).
Két qud: Gia tri cia mSEPT9 phan biét BN UTDTT véi ngudi khoé manh dat d6
nhay 76,31%, d6 dic hiéu 89,13%, gia tri chan doan duong tinh (positive
predictive value - PPV) 92,06%, gia tri chan doan am tinh (negative predictive
value - NPV) 69,49%. Phan tich duong cong ROC ghi nhan gia tri chan doan
UTDTT ciia mSEPT9 ¢6 AUC dat mic tot 0,827 véi p < 0,0001, nhom ngudi o
MSEPTY duong tinh c¢6 nguy co UTDTT cao gip 26,42 lan nhém nguoi c6
MSEPT9 am tinh vaéi p < 0,0001. Trong nhom UTDTT, BN ¢6 mSEPT9 duong
tinh c6 nguy co giai doan muon gap 3,719 1an so véi BN c6 mSEPT9 am tinh voi
p < 0,001. Két lugn: mSEPT9 c6 gia tri chdn doan UTDTT véi d6 nhay, do dac
hiéu cao va su thuan tién, khdng xam nhap dong vai trd cai thién chat lugng phét
hién sém UTDTT.

Tur khéa: Ung thu dai truc trang; mSEPT9; K§¥ thuat semi-nested PCR.
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RESEARCH ON THE VALUE OF METHYLATION OF THE SEPT9
GENE IN PLASMA FOR THE DIAGNOSIS OF COLORECTAL CANCER

Abstract

Obijectives: To study the value of methylation of the SEPT9 gene (MSEPT9) in
peripheral blood for the diagnosis of colorectal cancer (CRC). Methods: A cross-
sectional descriptive, controlled study was conducted on 244 participants,
including 92 healthy individuals undergoing health checks at Military Hospital 103
and 152 patients with CRC monitored at Military Hospital 103 and the Vietnam
National Cancer Hospital from January 2021 to December 2024. The detection of
MSEPT in peripheral blood was determined using the semi-nested PCR technique
with an extended sequence probe (ExBP). Results: The early detection value of
CRC using mSEPT9 differentiated CRC patients from healthy individuals with a
sensitivity of 76.31%, specificity of 89.13%, positive predictive value of 92.06%,
and negative predictive value of 69.49%. ROC curve analysis recorded an AUC of
0.827 for the diagnostic value of CRC using mSEPT9, with p < 0.0001. Individuals
with positive mSEPT9 had a 26.42 times higher risk of CRC than those with
negative mSEPT9 (p < 0.0001). In the CRC group, patients with positive mSEPT9
had a 3.719 times higher risk of progressing to late-stage disease compared to those
with negative mSEPT9 (p < 0.001). Conclusion: mSEPT9 demonstrates high
sensitivity and specificity as a diagnostic tool for CRC, and its convenience and
non-invasive nature play a role in improving the quality of early screening for CRC.

Keywords: Colorectal cancer; SEPT9 gene methylation; Semi-nested PCR technique.

PAT VAN PE

Ung thu dai truc trang duoc phéat hién
sém c¢6 thé chira khoi hoan toan, giai
doan bénh tai thoi diém phat hién 1a yéu
t6 tién luong thoi gian séng con toan b
5 nam ¢ giai doan | la > 90%, giam
xudng 70% & giai doan 11, 58% ¢ giai
doan 11, 15% ¢ giai doan IV, tham chi
giam chi con 5% [1]. Cho dén nay, tuy
cd rat nhiéu tién bo trong thm soat, chan
doan bénh nhung van cé khoang 25%
UTDTT da di cin tai thoi diém chan
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doan [2]. Mac du néi soi dai truc trang
sinh thiét duoc coi 12 tiéu chuan vang
trong sang loc va chan doan UTPTT
véi do nhay 93 - 94% va do dac hiéu 1én
dén 99,8% [3] nhung tinh xam 14n, chi
phi cao va tinh phiic tap vé tai bién khi
thuc hién han ché tinh phu hop cua xét
nghiém nhu mot ¢éng cu sang loc. Diéu
nay dan dén doi hoi phét trién cac xét
nghiém chan doan khong xam lan ting
cuong phat hién sém va giam céc thu
thuat xam 1an khong can thiét. Hién tai,
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dau an sinh hoc chan doan dua trén
methyl héa DNA trong mau déi Voi
UTDTT déu tién duge Co quan Quan ly
Thuc phim va Dugc pham Hoa Ky
(FDA) phé duyét chap thuan la xét
nghiém sang loc dai truc trang véi dau
an mSEPT9 tr thang 4/2016 [4]. Trén
thé gidi da co nhiéu nghién ctu khang
dinh dwoc gié tri chan doan phat hién
som UTDTT ctaa mSEPT9. Tuy nhién,
tai Viét Nam, chung t6i chua ghi nhan
¢ nghién cru ndo vé gia tri chan doan
MSEPT9 mau ngoai vi ¢ BN UTDTT.
Vi vay, chung téi thuc hién nghién cau
nay nham: Nghién c:zu gia trj ciia mSEPT9
huyét twong trong chin dodn UTPTT.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciu

Gom 152 BN UTDTT dugc chan
doan va diéu tri tai Bénh vién Quan y
103, Bénh vién K va 92 nguoi khoé
manh kham sac khoé dinh ky tai Bénh
vién Quan y 103 tu thang 01/2021 -
12/2024.

* Tiéu chudn lwa chon:

- Nhém bénh: BN UTDTT duoc
chan doan xac dinh bang giai phau
bénh, duoc diéu tri theo phac do cua Bo
Y té, xét nghiém mSEPT9 huyét twong
trude didu tri; day du ho so bénh an.

- Nhom ching: Nguoi khoé manh di
kham strc khoé dinh ky, kham tong thé
danh gia khong mac bénh 1y, duoc noi

soi toan bo dai truc trang danh gia
khong co polyp, khéng c6 khéi u, khdng
cé tinh trang viém dai tryc trang.

* Tiéu chudn logi trer:

BN da ting phau thuat, hod tri, xa tri
truéc khi xét nghiém mSEPT9; BN mic
2 loai ung thu; hd so bénh an va thdng
tin khéng ro rang.

2. Phwong phap nghién ctru

* Thiét ké nghién cizu: Nghién ciu
mé ta cat ngang c6 dbi chung.

* C# mau va chon mau: C& mau
thuan tién.

* Bién sa, chi tieu nghién ciu: Dac
diém chung vé tudi, giéi tinh caa nhém
bénh va nhom chimg. Pic diém lam
sang, can lam sang, giai doan bénh
TNM (theo AJCC - 2017). Biéu hién
tinh trang MSEPT9: Duong tinh/am
tinh. Xét nghiém CEA <5 ng/mL la &m
tinh. CEA > 5 ng/mL la duong tinh.

* Cdc buéc tién hanh nghién citu:

Thu thap dir liéu I[&am sang, can lam
sang, chan doan giai doan bénh UTPTT
theo TNM (AJCC - 2017). Thu thap
bénh &n ngoai trd, két qua noi soi dai
tryc trang, khdm tong quat cia nhom
ngudi khoé manh di kham dinh ky.

Thu thap mau méau caa BN UTDTT
xét nghiém mSEPT9 trude diéu tri. Thu
thap mau mau cua nhéom ngudi khoé
manh xét nghiém mSEPT9 trudc noi soi
dai truc trang. Mau méau duoc dua vé
xét nghiém mSEPTO tai Trung tdm Sinh
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hoc phan tir, Vién nghién ciru Y Duogc
hoc Quéan su, Hoc vién Quén y theo quy
trinh chuan xét nghiém Nested-PCR
str dung mau do khoa co kha ning kéo
dai chudi.

* Xir Iy sé liéu: Theo phan mém
SPSS 20.0, tinh d6 nhay, do dac hiéu,
chi s6 AUC, phan tich duong cong ROC,
kiém dinh su khac biét, chi s6 OR.

3. Pao dirc nghién ciu

Nghién ctiru dugc Hoi dong Pao dirc
Bénh vién Quan y 103 thdng qua theo
Quyét dinh s6 98/CNChT-HPDD, ngay
23/7/2020. S6 liéu nghién ciu dugc
Bénh vién Quan y 103 va Bénh vién K
cho phép sir dung va céng bd. Nhom tac
gia cam két khong c6 xung dot loi ich
trong nghién ctu.

KET QUA NGHIEN CUU

1. Pic diém chung caa nhém BN
UTDTT va nhom chirng

Phan b nhém tudi cho thay trung vi
tusi & nhom BN UTDTT la 63 tudi,
nhém ching 1a 44,5 tudi. Phan bé gisi
tinh trong nhoém UTDTT c¢6 51,3% nam
gigi, nhém chang ¢6 51,1% nir gidi.
Nhom UTDTT c¢6 ung thu dai trang bén
trai chiém ty Ié cao nhat (40%), thap
nhat 1a ung thu dai trang phai (23%).
Phan b vé giai doan bénh theo TNM
(tumour nodes metastasis) cho thay giai
doan 111 chiém ty Ié cao nhat (32,9%),
giai doan | chiém ty 1& thap nhat
(19,7%). Pic diém md bénh hoc ung
thu biéu mo tuyén chiém ty 1é cao nhat
(82,9%), d6 biét hoa vira chiém 84,2%.

2. Gia tri chan dean mSEPTY huyét twong é BN UTPTT

Bang 1. Gia tri 6 nhay, d6 dic hiéu, PPV, NPV
ctia mSEPTO trong chan doan UTPTT.

, UTPTT _ Khong UTDTT )

mSEPTO huyét twong o ng %) Téng

Am tinh 36 (30,5) 82 (69,5) 118

Duong tinh 116 (92,1) 10 (7,9) 126

Gia tri xét nghiém 95%CI
P6 nhay (%) 76,31 68,75 - 82,82
P dic hicu (%) 89,13 80,91 - 94,66
PPV (%) 92,06 86,52 - 95,44
NPV (%) 69,49 62,92 - 75,35
OR 26,42 (p = 0,0001) 12,41 - 56,24

Phan tich xét nghiém mSEPT9 dat do nhay 76,3% v&i 95%Cl: 68,75 - 82,82; do
dac hiéu 89,1% va6i 95%Cl: 80,91 - 94,66. PPV dat 92,06% vé6i 95%Cl: 86,52 -
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95,44; NPV dat 69,49% véi 95%Cl: 62,92 - 75,35. Nhém mSEPT9 duong tinh c6
nguy co bji UTPTT cao gap 26,42 1an so véi nhém mSEPT9 am tinh (OR = 26,42,
p < 0,0001).

BUONG CONG ROC
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0.6+

PO NHAY

0.4

0.29

0.0 T T T
0.0 02 04 06 08 10

PO BACHIEU
Hinh 1. Buong cong ROC cia mSEPT9
trong chan doan UTDTT phan biét véi nhom ngudi khoé manh.

Gia tri chan doan UTDTT phan biét v6i nhom ngudi khoé manh, mSEPT9 ¢6
gia tri chan doan mirc do tét vai AUC dat 0,827 (95%Cl: 77,3 - 88,2) p < 0,0001.
Bang 2. Mtrc d6 biéu hién mSEPT9 huyét twong phén biét
UTDTT giai doan sém va UTDTT giai doan muon.

Bién s6 mSEPTY (), n (%) mSEPTY9 (+),n (%) n (%)
UTDTT 36 (23,7) 116 (76,3) 152 (100)
Giai doan

Giai doan sém 25 (36,2) 44 (63,8) 69 (100)
Giai doan muon 11 (13,3) 72 (86,7) 83 (100)
OR 3,719
p 0,001
95%CI 1,667 - 8,295

Trong nhom BN UTDTT giai doan mudn (giai doan 11, IVV) ¢6 86,7% mSEPT9
duong tinh, ty 1€ MSEPT9 duong tinh ¢ giai doan som (giai doan I, 11) la 63,8%.
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BN UTPTT mSEPT9 duwong tinh c¢6 nguy co ung thu giai doan muon cao gap
3,719 lan so v&i nhdm mSEPT9 am tinh (OR = 3,719, p < 0,001).

PUGNG CONG ROC

10 / —— mSEPTY trudre diéutri
nhom CEA
// Két hop mSEPTA va CEA
—Reference Line

DO NHAY

0 T T T T
00 02 04 06 08 10
PO PAC HIEU

Hinh 2. Buong cong ROC két hgp mSEPT9 va CEA
trong chan doan UTDTT phan biét giai doan sém vai giai doan muon.
Gia tri chan doan UTDTT giai doan sém (giai doan | va 1) véi giai doan muon
(giai doan 111 va IV) cia mSEPT9 két hop CEA & muc trung binh véi AUC 0,686,
p < 0,05, d0 nhay 86,7%, d¢ dac hi¢u 36,2%.

Do nhay mSEPT9 va CEA theo giai doan b¢nh

100.00% 84.0 90,9 e g

80.00% 718 S
53,3

60.00% :

0 38,5 38,0
40.00%
20.00% 10,0
0.00%

Giai doan 1 Giai doan I1 Giai doan I11 Giai doan IV

EmSEPT9 = CEA

Biéu d0 1. Gi4 tri chan doan cia mSEPTY va CEA theo giai doan bénh.

MSEPTY cho thiy d6 nhay cao hon ¢ tat ca cac giai doan UTPTT so véi CEA.
Cu thé, & giai doan | ¢6 53,3% BN c6 mSEPT9 duong tinh trong khi chi c6 10%
BN ¢6 CEA duong tinh; & giai doan 11, mSEPT9 c6 thé phat hién sb lugng BN gan
gap d6i (71,8%) so v4i CEA (38,5%); & giai doan I11, mSEPT9 c6 kha niang phat
hién gap 2,2 1an (84%) so véi CEA (38,0%).

102



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

BAN LUAN

Dbé xac dinh gia tri chan doan cua
mSEPT9 trong chan doan UTDTT,
ching toi thiét ké nghién ctu bénh
ching va thu duogc két qua xét nghiém
d6 nhay 1a 76,3%, @0 dac hiéu la 89,1%,
PPV 92,1%, NPV 62,1%, gia tri chan
doan phan biét UTDTT véi nguoi khoé
manh & muc tdt AUC dat 0,827 voi
p <0,0001; OR = 26,42, p < 0,0001. Két
qua nghién ctu caa chang tdi phu hop
véi mot s6 nghién ctru trude do, cu the:
Theo tac gia Sun va CS (2019) [5] khi
xét nghiém mSEPT9 sang loc va chan
doan cho 600 truong hop > 40 tudi co
nguy co cao mic UTDTT, 50 BN
UTDTT trude diéu tri, ghi nhan 6 nhay
va do dac hiéu cuaa mSEPT9 la 73,0%
va 94,5%, AUC la 0,8. Nghién ctru cua
chung t61 dat d6 nhay cao hon nhung do
dic hiéu thip hon so véi nghién ctu
nay. Theo tac gia Lu va CS (2022) [6]
khi nghién ctu nhom 616 BN UTDTT
va 122 nguoi khoé manh dugc xet
nghiéem mSEPT9 ghi nhan do nhay
72,94%, dd dac hiéu 81,97%, AUC la
0,826. Nghién ctru nay dat d6 nhay, do
dic hiéu déu thap hon nghién ciru cua
ching t6i, vé gia tri AUC thi co su
tuong d6ng. Theo tac gia Liang Min va
CS (2023) [7] thuc hién phan tich gop
79 nghién cuu vé gia tri cia mSEPT9

trong chan doan UTDTT sir dung bo xét
nghiém thuong mai Epi procolon 2.0
ghi nhan d6 nhay 0,679 (95%CI: 0,622
- 0,732), d6 dac hiéu la 0,903 (95%Cl:
0,878 - 0,923), AUC la 0,8.

Ngoai ra, dd nhay chan doan cua
MSEPTY cling cao hon so vai d nhay
ciia diu 4n CEA véi ngudng gia tri 1a
5 ng/mL ¢ tt ca cac giai doan. Trong
nghién ciru cua ching téi, do nhay phat
hién giai doan | 1a 53,3%, giai doan Il la
71,8%, giai doan Il la 84%, giai doan
IV 12 90,9%. Ké&t qua nay cua ching toi
cling phu hop vaéi cac nghién ctiru khac
déu ghi nhan do nhay cao hon ddi voi
nhitng BN c6 bénh giai doan Il - 1V, cé
cai thién vé d6 nhay phét hién & giai
doan |. Theo Sabine Leerhoff va CS
(2023) [8] nghién cuu trén 120 BN
UTDTT ciing ghi nhan d6 nhay phat
hién cua mSEPT9 cao hon so vdi do
nhay phat hién ciia CEA ¢ tat ca c4c giai
doan bénh vaéi ty 1€ duong tinh cua
MSEPT9, CEA ¢ giai doan | 1a 33% so
voi 12%, giai doan Il 1a 68% so Vi
35%, giai doan Il 1a 48% so véi 27%,
giai doan 1V 1a 84% so vai 46%. Theo
tac gia Quian Sun va CS (2024) [9] ghi
nhan gia tri phat hién mSEPT9 theo giai
doan UTDTT lan luot 12 giai doan I
53%, giai doan II 76,5%, giai doan Il
72,3%, giai doan IV 88,9%. Pong thoi,
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trong nghién ctru caa chung téi khi phan
nhom giai doan sém (giai doan I, 11) khi
khdi u khu trd tai chd va nhom giai doan
muon (giai doan 111, 1V) khi khéi u tién
trién tai ving c6 di cin hach va di cin
xa, ghi nhan gia tri chan doan cua
MSEPTY phéi hop CEA dat AUC 0,686,
p < 0,05, do nhay 86,7%, do dic hicu
36,2%, OR = 3,719, p < 0,001.

Nhu vay, mSEPT9 phat hién trong
mau ngoai vi la xét nghiém co gia tri
chan doan phat hién sém UTDTT phu
hop vé co ché bénh sinh cua tinh trang
methyl hod DNA dan dén su bat hoat
qua trinh phién ma, wc ché hoat dong
cac gene gay ung thu, day la qué trinh
quan trong trong su thuc day hinh thanh
ung thu som. Trong do, gene SEPT9
nam trén nhiém sic thé 17925.3 va cé
biéu hién rong rdi trong cac té bao
ngudi. Két qua nghién ctu xét nghiém
methyl héa & mac mé va huyét tuong
cho thay ving khai dong SEPT9-v2 da
bi methyl héa gan nhu hoan toan & BN
UTDTT va tién ung thu [10]. Voi k§
thuat xét nghiém Nested-PCR st dung
mau do khoa c6 kha ning kéo dai chudi,
cai thién dugc do nhay cao, dong thoi
chi phi xét nghiém tiét kiém, tao co hoi
mao rong xét nghiém tich hop véi 1am
sang trong thuc hanh diéu tri cho BN.
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KET LUAN

Xét nghiém mSEPT9 trong chan doan
UTDTT dat d6 nhay 76,3%, @6 dac hiéu
89,1%, PPV 92,1%, NPV 62,1%, gia tri
chan doan phan biét UTDTT véi nguoi
khoé manh & muc tét AUC dat 0,827,
v6i OR = 26,42, p < 0,0001. Gia tri chan
doan mSEPT9 dat d6 nhay cao hon gia
tri chan doan ciia CEA & tat ca céc giai
doan bénh UTDTT.

Loi cam on: Nhom tac gia xin gui
|6i cam on chan thanh t&i cac nhan vién
cua Trung tdm Sinh hoc Phan tir, Hoc
vién Quan y; Ngoai bung 1, Bénh vién
K; Trung tam Ung budu, Bénh vién
Quén y 103 va cac BN tham gia nghién
ctru da gitp chung t6i thuc hién nghién
ctru nay.
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