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NGHIEN CUU PAC PIEM METHYL HOA GENE SEPT9 HUYET TUONG
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Tém tit
Muc tiéu: Nghién ctru dic diém methyl hoa gene SEPT9 (mSEPT9) méau ngoai
vi trudc va sau phﬁu thuat triét can ¢ bénh nhan (BN) ung thu dai truc trang
(UTPTT) giai doan II1. Phwong phdp nghién ciru: Nghién ciru mo ta cit ngang,
theo doi doc trén 50 BN UTDTT giai doan III, diéu tri tai Bénh vién Quan y 103
va Bénh vién K tir thang 01/2021 - 12/2024. Két qud: Ty 1é mSEPT9 huyét tuong
duong tinh sau phau thuat triét can 13 34% (17/50 BN). giam déng ké so voi trude
phau thuat 12 84% (42/50 BN). Phan tich duong cong ROC ghi nhan gi tri phan
biét tinh trang tién trién khi két hop mSEPT9 duong tinh trudc va sau phau thuat
& mire kha tot (AUC = 0,755, p <0,05). BN c6 mSEPT9 duong tinh sau phﬁu thuat
¢ nguy co tién trién cao hon, thoi gian song bénh khong tién trién (progression-
free survival - PFS) ngan hon so v6i BN mSEPT9 am tinh sau phau thuat (OR =7,
p < 0,05). Phan tich da bién ghi nhan mSEPTY sau phau thuat (HR: 10,738,
p < 0,05) 12 yéu t6 doc lap du bao PFS ngan hon & nhom BN UTDTT c6 mSEPT9
duong tinh sau phau thuat. Két ludgn: mSEPT9 c6 gia tri tién lugng va theo ddi tién
trién sau phau thuat triét cin & BN UTDTT giai doan III.
Twr khoa: Ung thu dai tryc trang giai doan II1; Methyl gene SEPT9; Thoi gian
sdng bénh khong tién trién.
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RESEARCH ON THE CHARACTERISTICS OF SEPT9 GENE
METHYLATION IN SERUM BEFORE AND AFTER SURGERY IN
PATIENTS WITH STAGE III COLORECTAL CANCER

Abstract

Objectives: To study the characteristics of SEPT9 gene methylation (mSEPT9)
in peripheral blood before and after radical surgery in patients with stage III
colorectal cancer (CRC). Methods: A cross-sectional descriptive and longitudinal
study was conducted on 50 patients with stage III CRC treated at Military Hospital
103 and Vietnam National Cancer Hospital from January 2021 to December 2024.
Results: The percentage of positive mSEPTY in plasma after surgery was 34%
(17/50 patients), significantly reduced compared to 84% (42/50 patients) before
surgery. ROC curve analysis showed that the value of distinguishing the
progression status when combining positive mSEPT9 before and after surgery was
good (AUC = 0.755, p < 0.05). Patients with positive mSEPT9 after surgery have
a higher risk of progression and shorter progression-free survival (PFS) than
patients with negative mSEPT9 after surgery (OR = 7, p < 0.05). Multivariate
analysis indicated that mSEPT9 after surgery (HR: 10.738, p < 0.05) is an
independent predictive factor for significantly shorter PFS in stage III CRC
patients with positive mSEPT9 after surgery. Conclusion: mSEPT9 has prognostic
value and helps monitor progression after radical surgery in stage II1 CRC patients.

Keywords: Stage III colorectal cancer; Methylation of the SEPT9 gene;
Progression-free survival.

PAT VAN PE

Theo Globocan 2022, UTDTT dung
thir 3 vé ty 1é méi méc véi 1.926.425 ca,
dung thir 2 vé ty 16 tir vong voi 904.019
ca [1]. Diéu nay cho thiy ty 16 mic va
ty 1€ tir vong cua UTDTT c6 xu hudng
tang trong nhitng ndm qua. Mac du, cac
chién luoc diéu tri dang lién tuc phat
trién nhung 30 - 50% BN & giai doan I
- I1I bi tai phat, di cin sau phau thuat,
day 14 1y do quan trong nhat gay tir vong

[2]. Hién tai, van con thiéu cac phuong
phéap du doan tai phat cia UTDTT. Méc
du khang nguyén phoi thai ung thu
(CEA - Carcinoembryonic Antigen) va
cat 1op vi tinh (CLVT) 1a xét nghiém
chinh theo ddi sau phau thuat, nhung do
nhay va do dac hiéu ciia CEA khong cao.
CLVT khong thé lap lai thuong xuyén
do burc xa va gia thanh cao, dac biét mot
sd ton thuong tai phat di cin nho khong
thé phat hién dugc. Gan ddy, phan tich
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DNA khéi u luu thong (ctDNA) 1a chién
luoc déy htra hen dé phat hién sy ton tai
tdi thiéu cua khdi u, tuy nhién, ctDNA
khong phat hién dugc > 50% BN tai
phat sau ph?lu thuat, cho théy do nhay
khiém ton [3]. Do do, thuc su can co xét
nghiém hiéu qua dé phat hién sém tai
phat UTDTT. Methyl hoa DNA 12 bién
d6i biéu sinh quan trong dan dén su wrc
ché qué trinh phién ma va bat hoat cac
gene sinh ung thu, day l1a qua trinh quan
trong trong phat sinh va tién trién ung
thu. Gene SEPT9 ndm trén nhiém sic
thé 17¢25.3 va biéu hién rong rai ¢ té
bao nguoi. Két qua cac nghién ctru vé
methyl hoa cho thdy viung khoi dong
SEPT9-v2 bi methyl héa gan nhu hoan
toan & BN UTDTT [4]. Trén thé gioi da
c¢6 nhiéu nghién ctru vé gié tri tién luong,
theo doi tai phat cia mSEPT9 & BN
UTDTT. Tuy nhién, tai Viét Nam, chua
c6 nghién ctru nao vé mSEPTY & BN
UTDTT sau phau thuat triét cin. Vi vay,
chung t61 thuc hién nghién clru nay
nham: Nghién civu dic diém methyl hod
gene SEPT9 huyét twong trudc va sau
phadu thudt triét can ¢ BN UTPTT giai
doan 111.

POI TUQNG VA PHUONG PHAP
NGHIEN CcUU

1. P6i twong nghién ciu
Gom 50 BN UTDTT giai doan III

duoc chan doan va diéu tri tai Bénh vién
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Quan y 103, Bénh vién K tur thang
01/2021 - 12/2024.

* Tiéu chuan lira chon: BN UTDTT
duoc chan doan xac dinh bang giai phiu
bénh, chan doan giai doan theo AJCC -
2017, diéu trj theo phac do cua Bo Y té
c6 chi dinh phau thuat triét can; BN ¢
da xét nghiém mSEPTY9 huyét tuong
trudc pha:lu thuat va sau phﬁu thuat triét
cin 7 ngay; BN day du hd so bénh an.

* Tiéu chudn logi trir: BN ¢6 > 2 ung
thu; BN khong c6 chi dinh phﬁu thuat
triét can; BN ¢ tién trién ning sau phau
thuat phai nam hoi sirc cip ciru > 7 ngay
sau mo; hd so bénh 4an va thong tin
khong r0 rang.

2. Phuwong phap nghién ciru

* Thiét ké nghién cieu: Nghién ciru
mo ta cat ngang c6 theo ddi doc.

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

* Bién s, chi tiéu nghién ciru: Pic
diém 1am sang, can 1am sang, giai doan
bénh TNM (theo AJCC - 2017). Xét
nghiém mSEPT9: Duong tinh/dm tinh.
Ghi nhan PFS tinh theo thang bt dau tir
lac chan doan xac dinh cho dén khi co
bang chimg vé tién trién tai phat hoic
di can.

* Cdc bude tién hanh nghién ciru:

Thu thap dir li€u l1am sang, can lam
sang, chan doan giai doan bénh UTDTT
theo TNM (AJCC - 2017). Thu thap
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bénh an ndi tra theo ddi BN tir khi chan
doan, bat dau diéu tri dén khi phat hién
c6 tai phat, di can. Thu thap mau mau
cua BN UTDTT xét nghiém mSEPTY
trude diéu tri. Thu thap mau mau sau
phau thuat triét cin 7 ngay. Mau mau
duoc dua vé xét nghiém mSEPTY tai
Trung tam Sinh hoc phan tu, Vién
Nghién ctru Y Dugc hoc Quan su,
Hoc vién Quan y.

*Xip Iy so liéu: Theo phan mém
SPSS 20.0, tinh d0 nhay, dé dac hiéu,
chi s6 AUC, phan tich dudng cong ROC,

kiém dinh sy khac biét, chi s6 OR,
lugng PFS theo
phuong phap Kaplan Meier, phan tich

phan tich udc
héi quy Cox.

3. bao dirc nghién ciru

Nghién ctru dugc Hoi déng bao dtic
Bénh vién Quan y 103 thong qua
(s6 98/CNChT-HPDD ngay 23/7/2020).
S6 liéu nghién ctu duoc Bénh vién
Quéan y 103, Bénh vién K cho phép
str dung va cong b6. Nhom tac gia cam
két khong co xung dot loi ich trong
nghién cuu.

KET QUA NGHIEN CUU
1. Bién dong mSEPTY huyét twong & BN UTPTT trudc va sau phiu thuét

mSEPTY trudc va sau phau thuat triét can

Sau diéu tri _ 66% l
rrocedicu i (A 6% )
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® Duong tinh
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Hinh 1. Sy thay ddi mSEPTY trudce va sau phau thuat triét cin.

Xét nghiém mSEPTY trén 50 BN UTPTT giai doan III trudc phau thuat va 7
ngay sau phau thut triét cin, ty 16 duong tinh véi mSEPT9 huyét trong sau phau
thuat 1a 34% (17/50) giam déng ké so véi trude phau thuat 1a 84% (42/50), voi sy

thay d6i co ¥ nghia thong ké (p = 0,027).
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2. Moi lién quan giira dic diém mSEPTY sau phiu thuat va PFS & BN
UTPTT giai doan III sau phiu thuit tri¢t cin
Bang 1. Mbi lién quan giita mSEPTY sau phau thuat va tinh trang tién trién
sau phau thuat triét cin & nhom BN UTDTT giai doan I11.

i . Khong tién trién Tién trién 2
Nhom doi tuwgng n (%) n (%) Tong
mSEPT9 sau phau thuat
Am tinh 30 (90,9) 03 (9,1) 33 (100)
Duong tinh 10 (58.,8) 07 (41,2) 17 (100)
OR 7,000
p 0,021 (95%CI: 1,515 - 32,333)

Trong 33 BN mSEPT9 am tinh sau phiu thuat c6 03 BN (9,1%) tién trién, trong
17 BN mSEPT9 duong tinh c6 07 BN (41,2%) tién trién. BN sau phﬁu thuat triét
can nhom mSEPTY duong tinh c6 nguy co tai phat va di cin cao gap 7 1an so véi
nhém mSEPT9 Am tinh sau phau thuat (OR =7, p < 0,05).

PUGONG CONG ROC
1.0
Fa
v ___trwdce va sau phau thuat
05+ — mSEPT9 trwéc didu tri
mSEPT9 sau diéu tri
// — Puong chéo tham khao
> 06 AUCyee gidgutri: 0.6: p > 0,05
é AUC e va sau aidn it 0,755 p < 0,05
ro.
o]
0.4
o
0.2 /
0.0 T T T T
0.0 0.2 04 06 08 10
PO DAC HIEU

Hinh 2. Phan tich gié tri du doan tién trién sau phau thuat khi két hop
mSEPTY trudc va sau phau thuat & BN UTDTT giai doan IIL.

Phan tich dudng cong ROC cho thdy mSEPTY trudc phau thuat khong c6 ¥
nghia trong dy doan tinh trang tién trién cia BN UTDTT giai doan III sau phau
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thudt triét can véi AUC = 0,6; p > 0,05. Khi két hop v6i mSEPT9 sau phau thuat
c6 gid tri dy doan tinh trang tién trién sau phﬁu thuét triét can & mac do kha tot
(AUC = 0,755, p <0,05).

Song bénh khéng tién trién
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- =
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Hinh 3. Udc luong tién trién sau phau thudt triét can theo phuong phap Kaplan-Meier.
(a): mSEPTY sau phau thuat, (b): mSEPT9 trudc va sau phau thuat.

PFS 6 nhom mSEPT9 duong tinh sau phau thuat ngan hon so vi nhém mSEPT9
am tinh sau phau thuat, khac biét c6 ¥ nghia thong ké. Két hop mSEPTY trude va
sau phau thuat thay tién luong tot nhat cho nhom mSEPT9 am tinh trudc va sau
phau thuat; PFS ngin nhat & nhém mSEPT9 duong tinh ca trudc va sau phau thuat,
su khac biét c6 y nghia véi p < 0,05 (kiém dinh Log Rank).
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Bang 2. Hoi quy Cox cho PFS 6 BN UTDTT giai doan III.

o Don bién Da bién
Bién so
PFS HR (95%CI) p PFS HR (95%CI) p
Nam 1 (re I (re
Gi6i tinh D 0,940 (e 0,853
Nir 0,953 (0,268 - 3,379) 0,869 (0,198 - 3,827)
, <60 1 (re 1 (re
Tudi b 0,606 (e 0,961
> 60 1,387 (0,401 - 4,796) 0,961 (0,247 - 3,731)
DT phai 1 (ref) 1 (ref)
Vitriu DT trai 2,21 (0,267 - 18,439) 0,461 2,103 (0,173 -25,637) 0,560
Truc trang 1,221 (0,12 - 11,754) 0,863 3,271 (0,247 - 43,338) 0,369
. <5 1 (ref) 1 (ref)
Chiéu dai u (cm) 0,210 0,238
>5 2,375 (0,61 - 9,196) 0,345 (0,059 - 2,023)
<4 1 (ref) 1 (ref)
Duong kinh (cm) 0,092 0,130
>4 3,207 (0,82 - 12,444) 0,259 (0,045 - 1,491)
Noncarcinoma 1 (ref) 1 (ref)
GPB . 0,356 0,976
Carcinoma 0,037 (0,00 - 41,09) 0,746 (0,001 - 59,49)
G3 1 (ref) 1 (ref)
Do mo6 hoc 0,599 0,846
G1+G2 0,574 (0,072 - 4,555) 0,787 (0,07 - 8,78)
T1+T2 1 (ref) 1 (ref)
Giai doan T 0,674 0,102
T3+ T4 0,748 (0,193 - 2,895) 7,63 (0,669 - 86,99)
Am tinh 1 (ref) 1 (ref)
mSEPTY trude PT 0,368 0,977
Duongtinh 26,753 (0,021 - 3430) 0,001 (0,00 - 40,01)
Am tinh 1 (re I (re
mSEPTY sau PT (ref) (ref) R
Duongtinh 5,677 (1,457 - 22,117) 10,738 (1,18 - 97,69)

(GPB: Gidi phdau bénh; PT: Paqi trang; PT: Phdu thudt)

Phén tich don bién cho thdy mSEPT9 duong tinh sau phau thuat (HR: 5,677,
p <0,05) lién quan dén thoi gian PFS ngdn hon so v6i nhém mSEPT9 4m tinh sau
phiu thuat. Phan tich da bién ghi nhan mSEPT9 duong tinh sau phiu thuat trit
can (HR: 10,738, p < 0,05) 1a yéu t6 doc 1ap du bao PFS ngin hon so véi nhém
mSEPT9 am tinh sau phau thuét.
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BAN LUAN

Pé nghién ctru vé bién dong cua
mSEPTY trude va sau diéu tri triét can
dong thoi budc dau danh gia kha ning
tién luong du dodn tién trién sau phau
thuat, ching t6i 14y méu ngoai vi cia
BN UTDTT xét nghiém mSEPT9 trudce
diéu tri va sau phau thuat 7 ngdy, theo
ddi doc ghi nhan thoi diém tai phat, di
can néu co. Nghién ctru thu duoc két
qua nhom BN mSEPT9 duong tinh sau
phau thuét c6 nguy co tién trién cao hon
so v6i nhom mSEPT9 am tinh sau phau
thuat (OR =7, p < 0,05). Phan tich séng
con theo phuong phap Kaplan-Meier
ghi nhan nhém c6 mSEPT9 duong tinh
sau phau thuat c6 PFS ngan hon déng
ké nhom mSEPT9 4m tinh sau phiu
thuat, dong thoi khi phan tich da bién
nhan théy mSEPT9 sau phﬁu thuat triét
can (HR: 10,738, p <0,05) 1a yéu t6 doc
lap du bao PFS cia BN UTDTT. Két
qua nghién ctru cua ching t61 phu hop
v6i mot sb6 nghién ctu trude do, theo
nghién ctru cua Yuan va CS (2022) [5],
BN UTDTT giai doan II - III sau phau
thuat duong tinh vé1i mSEPT9 c6 lién
quan dang ké voi PFS kém hon
(HR = 6,21, p < 0,001) va mSEPT9 van
1a yéu t6 dy bao doc 1ap manh nhét
trong nghién ctru da bién Cox phan tich
hdi quy (HR = 5,83, p < 0,001), vuot
trdi dang ké so voi CEA, CA19-9 va
CA24-2. Theo tac gia Hua Gao va CS
(2023), [6] ty I¢ di can & BN co6

mSEPT9 duong tinh sau phau thuat I3
81,25% (13/16), ty 1¢ di cdn & BN co
mSEPT9 am tinh sau phau thuat 13 5,19%
(04/77). Nhu vay, ty 18 tién trién di cin
¢ nhom BN c6 mSEPT9 duong tinh sau
phau thuit cao hon nhiéu so v6i nhoém
BN c¢6 mSEPT9 am tinh. Nghién ctu
cua ching t6i ciing ghi nhan 41,2%
(07/17) BN tién trién trong nhoém
mSEPTY duong tinh sau phau thuat cao
hon so véi 9,1% (03/33) BN tién trién
trong nhdém mSEPT9 am tinh sau phau
thuat. Tac gida Rong Li va CS (2024) [7]
theo ddi 30 BN UTPTT truéc phau
thuat va 7 ngay sau phau thuat ciing ghi
nhan ty ¢ duong tinh v61 mSEPT9
huyét twong trong tuan sau phau thuat
giam dang ké so véi giai doan trudc
phau thuat (23,33% so véi 66,67%),
v6i sy thay doi co ¥ nghia thong ké. Két
qua nghién ctru trén 1am sang vé dic
diém mSEPTY trudc va sau phau thuét
triét cin cho thay su pht hop véi co ché
bénh sinh cua UTDTT gay ra do qua
trinh tang tinh trang mSEPTY din dén
hau qua e ché phién ma, mét chirc
nang bat hoat khdi u, kich hoat cac con
duong tin hi¢u quan trong nhu Wnt/p-
catenin hodc PI3K/AKT thuc day phat
trién va di can UTDTT [8]. Nhu vay,
dic diém mSEPTY sau phau thuit co
thé duoc st dung danh gia hiéu qua
phau thuat ciing nhu tién luong nguy
co tai phat di cin sau phau thuat &
BN UTDTT.
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KET LUAN

Ty 1¢ mSEPT9 duong tinh sau phau
thuat triét can giam dang ké so véi trude
phau thuat. mSEPT9 duong tinh sau
phau thuat co gia tri du doan nguy co
tién trién cao hon so v&i nhom mSEPT9
am tinh sau phau thuat (OR = 7,
p < 0,05), két hop dic diém mSEPT9
trudc va sau phau thuat du doan tién
trién dat AUC = 0,755, p < 0,05. Phan
tich theo Kaplan-Meier ghi nhan nhom
mSEPT9 duong tinh sau phiu thut c6
PFS kém hon, dong thoi phan tich da
bién nhan thady mSEPT9 sau phau thuat
triét can (HR: 10,738, p < 0,05) 14 yéu
t6 doc 1ap du bao PFS ngin hon 6 nhom
BN UTDTT c6 mSEPT9 duong tinh sau
phau thuat.

Loi cam on: Chuing t6i chan thanh
cam on cac nhan vién cia Trung tdm
Sinh hoc phan tir, Hoc vién Quén vy;
Khoa Ngoai bung 1, Bénh vién K;
Trung tdm Ung budu, Bénh vién
Quan y 103 va cac BN tham gia nghién
ctru da gitip chung t6i thye hién nghién
curu nay.
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