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Muc tiéu: Panh gia y nghia tién luong ctia dau 4n hoa moé mién dich p-STAT3
va mdi lién quan vé6i biéu hién p-AMPKa trong mé ung thu biéu mé da day.
Phwong phdp nghién ciru: Nghién ciru mo ta c6 theo doi doc thuc hi¢n trén 68
bénh nhan (BN) ung thu da day duoc phau thuat triét cin. Biéu hién p-STAT3 va
p-AMPKa trong mé khdi u duoc xac dinh bang hda mé mién dich. Mdi lién quan
ctia chiing véi cac chi s sinh héa ddu an ung thu va nguy co tr vong sau mo duoc
phan tich bing cac phép thong ké thich hop va mé hinh hdi quy da bién Cox.
Két qud: Biéu hién duong tinh ctua p-STAT3 1a yéu t6 tién luong x4u, lién quan cd
¥ nghia thong ké dén nguy co tir vong sau phau thuat (HR = 53,973; p = 0,018).
p-AMPKa khong c6 mbi lién quan v6i p-STAT3 va ciing chua chirng minh duoc
vai tro trong tién lugng nguy co tir vong sau mé (HR = 0,185; p = 0,137). Khong
ghi nhan sy khac biét c6 ¥ nghia vé ndng d6 CEA, CA19-9 va CA72-4 giira cac
nhom. Két lugn: O nhom BN ung thu biéu mé da day duoc phau thuét triét can,
biéu hién p-STAT3 duong tinh 14 yéu t6 tién luong xau, lam ting nguy co tir vong

sau mo, trong khi p-AMPKa chua thé hién rd gia tri tién luong.
Twr khéa: Ung thu da day; p-STAT3; p-AMPKa; Tién lugng; Phau thuat triét can.

PROGNOSTIC SIGNIFICANCE OF p-STAT3 AND p-AMPKa
IMMUNOHISTOCHEMICAL EXPRESSION IN GASTRIC CARCINOMA
PATIENTS FOLLOWING CURATIVE GASTRECTOMY

Abstract

Objectives: To evaluate the prognostic significance of p-STAT3 expression
and its association with p-AMPKa expression in gastric carcinoma tissues.
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Methods: A descriptive longitudinal study was conducted on 68 patients with
gastric carcinoma who underwent curative gastrectomy. The expressions of
p-STAT3 and p-AMPKa in assessed
immunohistochemistry. Their associations with biochemical parameters, tumor

tumor tissues were using
markers, and postoperative mortality risk were analyzed using appropriate
statistical tests and a multivariate Cox regression model. Results: Positive
p-STAT3 expression was identified as an adverse prognostic factor, significantly
associated with increased postoperative mortality risk (HR = 53.973; p = 0.018).
p-AMPKa showed no association with p-STAT3 and did not demonstrate a clear
prognostic role for postoperative mortality risk (HR = 0.185; p = 0.137). No
significant differences were observed in serum levels of CEA, CA19-9, and CA72-4
across the groups. Conclusion: In patients with gastric carcinoma undergoing
curative gastrectomy, positive p-STAT3 expression is a undesirable prognostic
factor associated with higher postoperative mortality risk, whereas the prognostic

value of p-AMPKa remains inconclusive.
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PAT VAN DPE s loai ung thu [1]. Trong khi do,
p-AMPKua la dang hoat hoa cua protein
AMPKa - yéu t6 diéu hoa chuyén hoa

te bao co vai tro trc ché tdng sinh va

Ung thu da day 1a mét trong nhiing
bénh 1y 4c tinh phd bién tai Viét Nam,

thuong dugc chan doan ¢ giai doan

mudn, giy kho khan trong didu tri va chong lai tin hi¢u sinh u [2]. Tuy nhién,

tién luong. Mic di phau thuat trigt can  MOi lién quan gita p-STAT3 va p-

1a phuong phap didu tri chinh, ty 18 tai AMPKa trong mo ung thu da day, ciing

phat va tr vong sau mo van con cao.
Do d6, viéc tim kiém cac diu an mod
hoc c6 gia tri tién luong giup ca thé hoa
diéu tri 1a can thiét. Trong s6 cac yéu
t6 phan tir lién quan dén tién trién ung
thu, p-STAT3 1la dang hoat hoa cua
protein STAT3, tham gia diéu hoa
nhiéu qua trinh nhu ting sinh, séng sot
cia t¢ bao va di can. Biéu hién
p-STAT3 tang cao dugc ghi nhan cé
lién quan dén tién lwong x4u trong mot

nhu gié tri tién lugng nguy co tr vong
sau md cua hai ddu 4n ndy van chua
duogc nghién ctru tai Viét Nam. Nghién
ctu dugc tién hanh nham: Pdnh gid
biéu hién cia p-STAT3 va p-AMPKa
trén mé ung thie biéu mé da day, phdn
tich méi lién quan giita hai ddu dn nay
va xac dinh gida tri tién luong cua
chiing trong phdn tich yéu t6 nguy co
tir vong sau phdu thudt triét can trén
BN ung thw biéu mé da day.
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POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

Gom 68 BN dap ung tiéu chuan lya
chon va loai trur. Trong tam 1a danh gia
yéu t6 tién lwong rui ro tir vong sau
mo cua hai didu 4n p-STAT3 va
p-AMPKa.

* Tiéu chudn lwa chon: BN ung thu
biéu mo da day duoc phau thuat cat da
day triét can tai Bénh vién Quan y 103;
BN c6 miu mé bénh hoc dat yéu cau va
duoc thuc hién xét nghiém hoéa moé mién
dich d¢ danh gia biéu hién cta ca hai diu
an p-STAT3 va p-AMPKa trong mo
ung thu.

* Tiéu chuan logi trir: Trudng hop
khong du thoi gian theo ddi sau mo.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
mo ta co theo doi doc.

* Quy trinh xdc dinh biéu hién
p-STAT3 va p-AMPKa: Cac mau mo duoc
xu 1y tai Khoa Giai phﬁu bénh, Bénh
vién Quan y 103 theo quy trinh hoa mo
mién dich chuan. Sau khi khir paraffin
va boc 10 khiang nguyén bang dém
citrate trong ndi ap sudt  95°C, tiéu ban
dugc chdn peroxidase ndi sinh, loai bo
lién két khong dic hiéu va u voi khang
thé chinh: Khang thé khang p-STAT3
(B-7, sc-8059, Santa Cruz Biotechnology,
Hoa Ky); khang thé khang p-AMPKa
(Cell Signaling Technology, Hoa Ky).
Sau d6, phan tng khang thé thu cip
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dugc tién hanh bang hé thong polymer
gan HRP, hién thi bang dung dich DAB
va d6i mau nhan bang hematoxylin. Cac
tiéu ban sau khi lam trong, gin lam,
duoc doc dudi kinh hién vi quang hoc.

* Phdn tich va xir Iy s6 liéu: Bang
phan mém SPSS 26.0 (IBM Corp.,
Armonk, NY, USA). Cac bién dinh
luong duoc trinh bay dudi dang trung vi
va khoang tor phan vi (Median [IQR]).
Biéu hién p-STAT3 va p-AMPKa dugc
phan loai thanh hai nhém: Duong tinh
(> 1% té bao u nhuém mau nhan hodc bao
tuong) va am tinh (< 1% té bao u nhudém
mau hoic khong bat mau), dya trén két
qua nhuém mé mién dich [3]. So sanh
cac chi s6 CEA, CA 19-9 va CA 72-4
gitta cac nhoém st dung phép kiém
Mann-Whitney U. Phan tich mdi lién
quan gitra p-STAT3 va p-AMPKa dugc
thuc hién b'fmg kiém dinh Chi-square.
Mo hinh héi quy da bién Cox dugc sir
dung dé danh gia yéu t6 tién luong rui
ro tir vong ddi voi p-STAT3 va p-AMPKa.

3. Pao dirc nghién ciru

Nghién ctru dugc thong qua Hoi
déng Y dutc cua Hoc vién Quan y theo
Quyét dinh s6 21/2021-CNChT/ HDPD
ngdy 25/6/2021. S6 lidu nghién ctu
dugc Bénh vién Quan y 103 cho phép
str dung va cong bo. Nhom téc gia cam
két khong c6 xung dot loi ich trong
nghién ctru. NO1 dung bai bado phu hop
v6i cac nguyén tac dao dirc chung duoc
néu trong Tuyén bd Helsinki.
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KET QUA NGHIEN CUU
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Biéu dd 1. (A-C) Phan b6 nong do CEA (A), CA 19-9 (B) va CA 72-4 (C)
¢ hai nhoém p-STAT3 (-) va (+) trén BN ung thu biéu mo da day.

Nong d6 CEA, CA19-9 va CA 72-4 ¢6 xu hudng cao hon & nhom p-STAT3 (+)
nhung khong c6 su khac biét, p = 0,383; 0,660 va 0,684 (Mann-Whitney U test).

Bang 1. Méi lién quan giira ty 16 duong tinh
ctia p-AMPKa va p-STAT3 trén BN ung thu biéu mé da day.

Biéu hién ciia p-AMPKa

Chi tiu Am tinh, n (%) Duwong tinh, n (%) P
Biéu hién ctia p-STAT3
Am tinh 25 (54,35) 21 (45,65) 0,036
Duong tinh 6 (27,27) 16 (72,73) 0,067*

(*: p sau khi hiéu chinh chi sé khoi co thé - BMI)

Ty 16 p-AMPKo dwong tinh nhiéu hon & nhém c6 p-STAT3 dwong tinh,
p-AMPKa 4m tinh nhiéu hon & nhém p-STAT3 am tinh, véi p = 0,036. Tuy nhién,
sau khi hiéu chinh BMI, sy khac biét nay khong con ¥ nghia théng ké, p = 0,067
(Chi-square test).

Hinh 1. (A, B) Biéu hién cta p-STAT3 va p-AMPKa
trén mo ung thu biéu mo da day.

. o 7" :.':-:.""-,/é, e IR
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(A) p-STAT3 duong tinh & nhan céac té bao u (miii tén xanh), duong tinh & nhan
té bao co tron - ndi ching (mili tén do). (B) p-AMPKa duong tinh & bio twong cac
té bao u xAm nhap mach bach huyét cudng d6 yéu (mili tén xanh), duong tinh bao
tuong té bao lympho cudng do manh (mii tén do).
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Bang 2. M6 hinh Cox danh gia yéu td tién luong rui ro tir vong sau md
d6i voi p-AMPKo va p-STAT3 trén BN ung thu biéu mé da day.

Chi tiéu HR (95%CI) p

Tudi (nim) 0,912 (0,819 - 1,016) 0,094
Giéi tinh (nam/nit) 0,978 (0,170 - 5,628) 0,980
BMI (kg/m?) 1,250 (0,879 - 1,777) 0,215
Néng do CA 19-9 (U/mL) 0,959 (0,872 - 1,054) 0,383
Néng do CA 72-4 (U/mL) 1,003 (0,996 - 1,011) 0,408
Kich thudc khdi u (cm) 1,337 (1,084 - 1,649) 0,007
pT (T123/4ab) 40,417 (1,508 - 1083,202) 0,027
Biéu hién p-AMPKa. (-/+) 0,185 (0,020 - 1,710) 0,137
Biéu hién p-STAT3 (-/+) 53,973 (1,954 - 1491,056) 0,018

Kich thude khéi u (p = 0,007, HR = 1,337), giai doan pT (p = 0,027, HR =
40,417) va p-STAT3 (p = 0,018, HR = 53,973) 1a céac yéu t6 tién luong doc lap,
trong d6 p-STAT3 ndi bat nhat, lam tang nguy co tir vong gan 54 lan. Biéu hién
p-AMPKa (p = 0,137, HR =0,185) khong dat y nghia théng ké, nhung HR < 1 goi
¥ vai trd bao vé. Cac yéu té khac nhu tudi, gidi tinh, BMIL, CA19-9, CA 72-4 khong

c¢6 ¥ nghia théng ké (p > 0,05).

BAN LUAN

Méi lién quan gilta biéu hién
p-STAT3 va cac dau 4n ung thu nhu
CEA, CA 19-9 va CA 72-4 ¢c6 thé gbp
phan phan 4nh muc do tién trién va
dic diém sinh hoc cta khéi u. Trén 68
truong hop nghién ctiu, ndng d6 cua
ba diu an nay c6 xu hudéng ting cao
hon & nhém BN ¢6 biéu hién p-STAT3
duong tinh, tuy nhién cdc khac biét
nay khong dat y nghia thong ké. Mic
du chua c6 nhiéu nghién ctru truc tiép
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vé mdi lién quan gitra p-STAT3 va cac
diu 4n nay, CEA, CA 19-9 va CA 72-4
da duoc xac nhan 1a cac dau 4n co gia
tri tién lugng doc 1ap trong ung thu da
day [4]. Bén canh d6, mbi twong quan
thuan tiém an gitta p-STAT3 va cac
dau 4n ung thu nhu CEA c6 thé phan
anh vai tro diéu hoa gene cua STATS3,
von tham gia vao ting sinh, chong chét
té bao va di can, qua do thic day san
xuat glycoprotein nhu CEA ¢ giai
doan tién trién [5].
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Theo co ché sinh hoc kinh dién,
p-AMPKa va p-STAT3 1a hai ddu 4n
diéu hoa c6 xu hudng hoat dong d6i 1ap:
p-AMPKo thic ddy cac quéa trinh
chuyén héa bao vé, chéng ting sinh va
viém, trong khi p-STAT3 doéng vai trd
trung tam trong cic con dudng viém
man tinh, tdng sinh va sinh mach [6].
Trong nghién ctru thyc nghiém trén té
bao HGC27, AGS va mo6 hinh xenogratft,
tac gia cho thdy solasodine hoat hoa
AMPK, dong thoi rc ché p-STAT3 va
NF-«B, tr d6 lam giam biéu hién
CLDN2 va tc ché EMT trong ung thu
daday[7]. Do d6, trong nghién ctru nay,
biéu hién cua hai protein p-AMPKa va
p-STATS3 duoc ky vong 1a dbi lap trong
mo ung thu da day. Tuy nhién, khi dua
BMI vao mé hinh hiéu chinh, mdi lién
quan gitta p-AMPKa va p-STAT3
khong con dat ngudng ¥ nghia thong ké,
cho thay BMI déng vai tro 1a bién gay
nhiu trong mdi lién hé¢ bicu hién cua
p-STAT3 va p-AMPKa [8].

Diéu nay dugc khiang dinh trong md
hinh héi quy da bién Cox gdm c6 tudi,
gi6i tinh, BMI, p-STAT3 va p-AMPKa;
trong do, chi s p-STAT3 cho thiy co
nghia tién luong x4u lam ting nguy co
ta vong voi p = 0,018, HR = 53,973
(1,954 -1491,056). Trong khi do, p-AMPKa
khong dat ngudng y nghia théng ke,

nhung c6 HR < 1, goi y vai tro bao vé
tiém nang. Cac nghién ciu gan day
cling ghi nhan két qua twong tu nhu
nhitng BN ung thu biéu mé da day c6
p-STAT3 duong tinh lién quan dén tién
luong séng con sau md kém hon [9];
trong khi do, nhoém BN c6 p-AMPKa
duong tinh co tién luong séng con sau
phau thuat tét hon so v6i nhém c6 p-
AMPKa am tinh [10]. Nhiing dir li¢u
nay cing cd gia thiét sy mat can bang
giita p-AMPKoa va p-STAT3 c6 thé thuc
day tién trién ung thu da day, dong thoi
mé ra huéng nghién ctru can thiép dén
con dudng nay.

KET LUAN

Biéu hién p-STAT3 duong tinh lién
quan dén nguy co tir vong sau phau
thuat cao hon so véi nhom am tinh & BN
ung thu biéu mé da day. Trong khi do,
p-AMPKa chua cho thdy gia tri tién
luong rd rang va can duoc danh gia
thém trong cac nghién ciru tiép theo.

Loi cam on: Nhom nghién clru xin
tran trong cam on B mén Trung tam
Phau thuat Tiéu hoa, Bénh vién Quan y
103, Hoc vién Quan y, cac dong nghiép
da hd trg nghién ctru nhung khong du
tiéu chuan ding tén tic gia, cing toan
thé BN da tham gia, gép phan hoan
thién nghién ctru nay.
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