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ABSTRACT

Objective: To investigate the association between p53 expression and clinicopathological
features in patients with colorectal cancer with liver metastases after neoadjuvant
chemotherapy.

Materials and methods: A cross-sectional analytical study was conducted on 40 patients
with colorectal cancer and liver metastases who received FOLFOXIRI neoadjuvant
chemotherapy followed by colectomy at Cho Ray Hospital. p53 expression was assessed
on post-chemotherapy tumor specimens using immunohistochemistry and classified
into three phenotypic patterns: wild-type expression, complete loss, and overexpression.

Results: Abnormal p53 expression was observed in 65% (26/40 patients) of cases,
including 57.7% with overexpression and 42.3% with complete loss. There was a
statistically significant association between p53 expression and lymph node metastasis
(p = 0.009), as well as tumor budding (p = 0.027). The overexpression group had a higher
rate of lymph node metastasis (73.3%).

Conclusion: Abnormal p53 expression, particularly overexpression, was associated
with increased lymph node metastasis and high tumor budding after neoadjuvant
chemotherapy. These findings suggest the potential prognostic role of p53 in risk
stratification and individualized treatment planning for patients with colorectal cancer.
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TOM TAT
Muc tiéu: Xac dinh m&i lién hé gilra biéu hién p53 va cac déc diém [dm sang, mé bénh hoc
& bé&nh nhan ung thu dai truc trang c6 di can gan sau hda tri tan bé trg.

DPéi tuong va phwong phap: Nghién cltu phan tich cat ngang trén 40 bénh nhan ung thu
dai tryc trang c6 di can gan, dugc diéu tri hda tri tn bé trg phac d6 FOLFOXIRI va phau
thuat c4t dai trang tai Bénh vién Cho Ray. Bidu hién p53 duoc danh gi trén md u sau héa
tri bang héa mé mién dich, phan loai theo mé hinh biéu hién thanh 3 nhém: binh thudng,
mat biéu hién va qua biéu hién.

K&t qua: Bi€u hién p53 bat thuong chiém 65% (26/40 bénh nhéan), gom 57,7% qua biéu
hién va 42,3% mat biéu hién. Biéu hién p53 lién quan c6 y nghia théng ké vdi tinh trang di
can hach (p = 0,009) va muic dé nay chdi u (p = 0,027). Nhém qué biéu hién cé ty l& di can
hach cao hon (73,3%).

K&t luan: Biéu hién p53 bat thudng, dac biét la qua biéu hién, cé lién quan dén nguy co di
can hach va nay chdi u cao sau hoda tri tan bd trg; p53 c6 thé la chi diém tién luong tiém
nang trong phan tang nguy co va ca thé héa diéu tri & bénh nhan ung thu dai truc trang.

Tor khéa: Hoa tri tan bo trg, p53, carcinoma tuyén dai tryc trang.

1. DAT VAN BE

Ung thu daitruc trang (UTDTT) la mot trong nhirng ung
thu phé bién nhat toan cau, xép thi ba vé ty 1& méac
mdi (han 1,9 triéu ca/nam) va tha hai vé t& vong do
ung thu. Du bdo dén nam 2040, s8 ca mac mdi cé thé
dat 3,2 triéu, véi 1,6 triéu ca t&r vong mdi nam. Tai Viét
Nam, UTDTT ding thi tu' vé ty 1& mac mdi trong nam
2022, v&i 16.835 ca mac va 8.454 ca tf vong, chiém
gan 10% tdng s6 ca ung thu. Diéu tri da mo thirc, bao
gdm hoda tri tAn bd trg trudc phau thuat, da cai thién
kha nang phau thuat triét dé va kéo dai thdi gian séng
con, dac biét & bénh nhan cé di can gan. Tuy nhién, &
nhém bénh nhan da dugc hoa tri, viéc danh gia dac

*Tac gia lién hé

diém md bénh hoc ctia khéi u van déng vai trd quan
trong trong tién lugng va cé thé hda diéu tri [1].

Protein p53 & mét trong nhirng yéu té sinh hoc quan
trong nhéat trong nghién clu ung thu. Dugc ménh
danh la “ngudi bao vé hé gen”, p53 diéu hoa chu ky
t€ bao, chét theo chuong trinh va phan &rng véi ton
thuong DNA. Gen TP53 bj dot bién trong hon 50%
cac loai ung thu & ngudi, va khoang 55-60% truong
hgp UTDTT mang dot bién nay. Bi€u hién bat thuong
clia p53 trén héa mé mién dich, gom qué biéu hién
hodc méat hoan toan biéu hién, phan anh gian tié€p
tinh trang dot bi€n gen TP53. Nhiéu nghién ctru quéc
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t€ da ghi nhan mai lién hé gilra bi€u hién bat thudng
culia p53 va cac dac diém mo hoc bat Loi nhu dé biét
héa théap, di can hach lympho va giai doan tién trién
clla bénh[2].

Ngoai ra, hda tri tan bd trg c6 thé thay déi biéu hién
cacdiuansinh hoc, trong dé c6 p53. Mot s6 nghién
clru trén ung thu va cho thay sy thay doi trang thai
p53 sau hda tri tdn bd trg cé lién quan dén tién
lugng xau han [3], trong khi & ung thu budng trirng
bi€u hién p53 tuwang déi 8n dinh trudc va sau diéu
tri [4]. Trong UTDTT, méi lién hé gitra bidu hién p53
sau hoa trj va cac dac diém md hoc con chua dugc
lam ré. Hon nira, dot bién gen TP53 & mdt cd ché
khang thudc quan trong, théng qua gidm chét té
bao theo chuong trinh, tang stra chira DNA va dao
thai thudc [5].

DPanh gia p53 trén mau mo sau hda tri tan bd tro co
y nghia l&m sang quan trong, cung cép thong tin
tién lugng chinh xac hon so véi truée diéu tri va hd
trg diéu tri ca thé héa. Phuaong phap phan tich hoa
moé mién dich dua trén ki€u hinh (pattern-based
interpretation) da dugc chirng minh dang tin cay va
phan loai p53 thanh cdc nhom qua biéu hién, mat
hoan toan biéu hién, va biéu hién binh thudng [2].
Tuy nhién, tai Viét Nam, dir liéu vé maéi lién hé gira
biéu hién p53 va dac diém mo hoc sau hoda tri tan
bé trg & bénh nhan UTDTT con han ché. Nghién cltu
nay nham khao s&t méi lién hé giita biéu hién p53 va
cac dac diém md bénh hoc & bénh nhan UTDTT sau
héa tri tAn bé trg, nham cung cap thém bang ching
khoa hoc phuc vu tién lugng va diéu tri ca thé hoéa
cho bénh nhan Viét Nam.

2.DOI TUONG, PHUONG PHAP NGHIEN CUU
2.1. Déi twgng nghién cliru

Nghién ctru str dung dir liéu tir mot doan hé tién clru
tai Bénh vién Cho Ray [6], theo d&i 92 bénh nhan
UTDTT di c&n gan dugc hoa tri tan bé trg bang phac
do FOLFOXIRI tir thang 1/2022 dén thang 6/2023 [4].
Kha nang phau thuat dugc danh gia dinh ky bdi hoi
dong da mé thirc. Trong sé nay, 40 bénh nhan dap
('ng day du tiéu chuan chon mau va dugc dua vao
phan tich, gdm céc trudng hop da phau thuat cat dai
trang mang u, cé tiéu ban mo hoc va block paraffin
bao quan t8t, di chat lugng dé thuc hién héa mé
mién dich.

- Tiéu chudn chon mau: (1) Bugc chan doan UTDTT

c6 di can gan va da phau thuat cit dai trang tai
Bénh vién Chg RAy trong thoi gian nghién ciu; (2)

C6 tiéu ban mé hoc va block paraffin bao quan tét,
da diéu kién dé lam héa mé mién dich; (3) Tudi tur
18-75 va chi s6 thé trang ECOG tir 0-1 tai thdi diém
phau thuat.

- Tiéu chuén loai trir: (1) U téi phat tai thoi diém phau
thuat; (2) Pa dugc héa tri trudc khi dén kham lan dau
tai B&nh vién Chg Ray.

2.2. C4c bién sé trong nghién cliru

Thoéng tin ldm sang, can lam sang dugc thu théap
tir h6 s bénh &an, bao gbm: tudi, gidi, nong do CEA
huyét thanh trudc mé, tinh trang nhiém HBV/HCV, s&
chu ky héa tri.

Céc bién s6 mod bénh hoc dugc thu thap tir tiéu ban
H&E va két qua xét nghiém giai phau bénh, gom: vi tri
u, nhdm mo hoc, do biét héa, xam nhap mach mau-
mach lympho, xdm nhap than kinh, nay chdi u, giai
doan u, dac diém di can hach, kich thudc u, diém
dap (ng diéu tri va mirc do thAm nhap lympho bao
trong u.

Nhudm p53 dugc thuc hién trén moé u dai truc trang
bang khang thé don dong p53 (clone DO-7, Dako),
theo quy trinh ty déng trén hé thong BenchMark XT,
tuan thu huéng dan clia nha san xuat. Danh gia biéu
hién p53 dua trén md hinh kiéu hinh theo tiéu chuan
clia Kim K.M va cong su [2], gdm 3 nhom: (1) qué
bi€u hién - nhan té bao u bat mau manh va lan téa
> 80%; (2) mat hoan toan biéu hién - khong cé bt
mau nhan; (3) biéu hién binh thudng hodc nhudm
bao tuong.

2.3. Phan tich théong ké

D(r liéu dugc phan tich bang phan mém SPSS. Méi lién
hé gitra cac dac diém lam sang, mé bénh hoc va biéu
hién p53 dugc danh gia bang cac phép kiém théng ké
phu hgp, véi ngudng y nghia xac dinh tai p < 0,05.

2.4.Y dirc trong nghién ctru

Nghién ctru nay da dugc phé duyét bai Héi déng Y
dic cua Bénh vién Cho Ray (ma sé: 1277/GCN-
HDDD, ngay 18 thang 02 nam 2022).

3. KET QUA NGHIEN cU'U

Nghién ctru gom 40 bénh nhan, vdi ty 1& nam/ni¥ la
2,1/1 va dd tudi trung binh 54,05 + 10,94 tudi. Ty L&
biéu hién bat thudng p53 chi€ém 65% (26/40 bénh
nhan), trong dé 42,3% (11 bénh nhan) khéng biéu
hién p53 va 57,7% (15 bénh nhan) thuéc nhém qua
biéu hién; con lai 35% (14 bénh nhéan) biéu hién p53
binh thudng.
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3.1. Mai lién hé giira bi€u hién p53 va cac dac diém lam sang, can lam sang

Bang 1. Maéi lién hé gilra biéu hién p53 va cac dac diém ldm sang, can ldm sang ciia bénh nhan UTDTT sau
héa tri tan bé trg

Bi€u hién p53
Déc diém Binh thwéng | Khong biéu hién | Qua biéu hién| P
(n=14) (n=11) (n=15)
X =SD 55,43+8,06 | 53,45+10,74 | 53,20+13,18 | 0,842°
Tudi <60 8 (57,14%) 9(81,82%) 10 (66,67%) | 0,445°
=60 6 (42,86%) 2(18,18%) 5(33,33%)
Nam 7 (50,00%) 7 (63,64%) 13 (86,67%) | 0,098°
Gidi tinh
N 7 (50,00%) 4 (36,36%) 2(13,33%)
} 0 diém 12 (85,71%) 6 (54,55%) 7 (46,67%) | 0,079°
biém ECOG -
1 diém 2 (14,29%) 5 (45,45%) 8 (53,33%)
HBY Am tinh 12 (85,71%) 10 (90,91%) 14 (93,33%) | 0,823°
Duong tinh 2 (14,29%) 1(9,09%) 1(6,67%)
Hev Am tinh 14 (100%) 11 (100%) 5 (100%)
Duong tinh 0 0 0
. 12 chu ky 7 (50,00%) 5 (45,45%) 9(60,00%) | 0,744°
Chu ky héa tri truédc mo
Duéi12 chuky | 7(50,00%) 6 (54,55%) 6 (40,00%)
<30% 2 (14,29%) 0 0 0,187°
D06 sdu dap ung
= 30% 12 (85,71%) 11 (100%) 15 (100%)

Ghi chu: °Kiém dinh ANOVA; °Kiém dinh chinh xéc Fisher; °Kiém dinh Chi binh phuong.

Phéan tich m&i lién hé gilra biéu hién p53 va cac dac diém [dm sang, can ldm sang, cho thdy gidi tinh va diém
ECOG c¢6 xu hudng khac biét gitra cac nhom. Ty 1& nam gidi tang dan tir nhém p53 binh thudng (50%) dén
nhém khdng biéu hién (63,6%) va nhoém qué biéu hién (86,67%) (p = 0,098). Ty & bénh nhan c6 ECOG =0
giam tuong ng tir 85,71% xudng 54,6% va 46,67% (p = 0,079). Cac dac diém con lai khéng ghi nhan khac
biét c6 y nghia théng ké (p > 0,05).

3.2. Méi lién hé giira biéu hién p53 va cac dac diém md bénh hoc

Bang 2. Mai lién hé gilra biéu hién p53 va cac dac diém mo bénh hoc ctia bénh nhan UTDTT sau héa tri tan bé trg

Bi€u hién p53
Dac diém Binh thuong | Khéng biéu hién | Qua biéu hién p
(n=14) (n=11) (n=15)
Dai trang trai 3(21,43%) 4 (36,36%) 5(33,33%) | 0,493°
Vitriu Dai trang phai 6 (42,86%) 2(18,18%) 2(13,33%)
Truc trang 5 (35,71%) 5 (45,45%) 8 (53,33%)
Dang théng thudng | 13 (92,86%) 10 (100%) 15 (100%) 0,615°
Nhém mo hoc* - —
Dang té bao nhan 1(7,14%) 0 0
Biét hda vira 13(92,86%) 10 (100%) 15 (100%) 0,615°
Do biét hoa*
Biét hoa kém 1(7,14%) 0 0
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Xam nhap mach Khong 11 (78,57%) 8 (80,00%) 14 (93,33%) | 0,536°
lympho* Co 3(21,43%) 2 (20,00%) 1 (6,67%)
Xam nhap quanh day Khong 12 (85,71%) 8 (80,00%) 9(60,00%) | 0,270°
than kinh* Cé 2 (14,29%) 2 (20,00%) 6 (40,00%)
Nay chidi o Do 1 14 (100%) 6 (60,00%) 11(73,33%) | 0,027°
D6 2-3 0 4 (40,00%) 4 (26,67%)
o i pT 1-3 11 (78,57%) 10 (90,9%1) 14 (93,33%) | 0,497°
Glatdoan benh pT 4 3(21,43%) 1(9,09%) 1(6,67%)
o Khong di can 10 (71,43%) 9(81,82%) 4(26,67%) | 0,009°
Piean hach C6 dicén 4 (28,57%) 2 (18,18%) 11 (73,33%)
Cioh thude U <4cm 11 (84,62%) 11 (100%) 14 (100%) | 0,189°
24cm 2 (15,38%) 0 0
Mic d6 dép tng digu tri < 2 diém 11 (78,57%) 7 (63,64%) 9(60,00%) | 0,583°
(diém dép tng diéu tri) 3diém 3(21,43%) 4 (36,36%) 6 (40,00%)
, < 10% 5 (35,71%) 1(10,00%) 6 (40,00%) | 0,543°
Tham ”:‘f‘opngrfho bao 10-40% 5 (35,71%) 6 (60,00%) 6 (40,00%)
> 40% 4 (28,57%) 3 (30,00%) 3(20,00%)

Ghi chu: #Kiém dinh chinh xac Fisher; *Chi theo doi
dugc 10 trong s6 11 bénh nhan khong biéu hién p53;
#Chi theo dbi dugc 13 bénh nhan trong s6 14 bénh
nhén binh thudng va 14 trong s6 15 bénh nhén qua
bi€u hién.

Phan tich mai lién hé gilra biéu hién p53 va cac dac
diém moé bénh hoc cho thay co su khac biét cé y
nghia théng ké vé tinh trang di can hach va mdc do
nay chdi u gitra cac nhom. Ti L& bénh nh&n ¢ di can
hach lan luwot & 28,57% & nhom p53 binh thudng,
18,18% & nhdm khong biéu hién va 73,33% & nhom
qué biéu hién (p = 0,009). Ti & ndy chdi u d6 2-3 &
0% & nhém binh thudng, 40% & nhém khong biéu
hién va 26,67% & nhdm qua biéu hién (p = 0,027).
Cac dac diém md bénh hoc khac khéng ghi nhan
khac biét c6 y nghia théng ké.

4. BAN LUAN

p53, dugc ménh danh la “ngudi bao vé hé gen”, dong
vai tro trung tdm trong duy tri tinh toan ven di truyén
thong qua diéu hoa slra chira DNA, ngirng chu ky té
bao, ldo héa va chét theo chuang trinh. O’trang thai
sinh ly, p53 ton tai & murc thap do bi phan huy qua
co ché polyubiquitination bdi MDM2. Dudi tac dong
cla stress té bao nhu tén thuong DNA, p53 dugc
on dinh va hoat héa dé thuc hién chic nang bao vé
gen. Trong UTDTT, dot bién gen TP53 gap & khoang

43-60% trudng hop. H6a mé mién dich dua trén mé
hinh biéu hién dugc st dung réng rai dé suy luan
tinh trang TP53, chia thanh 3 ki€u hinh: quéa biéu
hién, mat biéu hién va biéu hién kiéu hoang dai (binh
thudng). Phuong phap nay dat dé chinh xac > 90%
trong dy doan dét bién TP53 va da dugc ap dung &
nhiéu loai ung thu [2], [7].

Nghién ctru géom 40 bénh nhan UTDTT, trong do
67,5% la nam, tudi trung binh 54,0 = 10,3. Biéu hién
p53 bat thuong dugc ghi nhan & 65% trudng hap,
bao gdm 42,3% mat hoan toan biéu hién va 57,7%
qua biéu hién. Ty l& nay tuong dong vdi nghién clru
clia Osakabe M va cong su (57,6%) [7] va thap haon
so vai Kim K.M va cong su (74%) [2].

K&t qua nghién ctru cho thay sy khac biét c6 y nghia
thong ké vé tinh trang di cdn hach gilta cac nhom
biéu hién p53 (p = 0,009). Ty l& di can hach cao nhat
ghi nhan & nhom p53 qua biéu hién (73,3%), so vai
nhém biéu hién binh thudng (28,6%) va mat hoan
toan bidu hién (18,2%). Phat hién nay phi hop V6i
cac nghién clu trudc, cung cb gia thuyét rang biéu
hién p53 bat thuong lién quan dén nguy ca di can
hach. Makino M va céng su, trong nghién clu trén
49 truong hop UTDTT xam an dudi niém mac (sm-
CRC), ghi nhan rang céc té bao ung thu di can hach
déu co6 biéu hién p53 qua muc, dong thdi ca di can
hach va hién tugng nay choi u xuat hién vdi tan suat
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cao han co y nghia thong k& & nhém nay (p < 0,05)
[8]. Ngoai ra, nghién ctu ciia Kim K.M va cong su
cho thay biéu hién bat thudng p53 di kem ty & cao di
can hach (83,5% so vai 16,5%, p = 0,003), giai doan
bénh llI-IV cao hon (83% so v&i 17%, p =0,007) va dé
biét hda kém hon (59,5% so v&i 40,5%, p = 0,026) [2].
Nhitng bang ching nay hd trg nhan dinh rang biéu
hién p53 b4t thudng, dac biét la kiéu hinh qua biéu
hién, c6 thé dong vai trd nhu mot chi diém cé gia tri
trong du doan tién lugng bat lgi & bénh nhan UTDTT.

Nay chdi u, dugc dinh nghia la sy hién dién cla céc
t€ bao ung thu don lé hodc cum nho (< 4 t€ bao) tai
vién xam &n cla khéi u, la mot yéu to tién lugng
xau da dugc xac lap trong UTDTT, phan anh qua
trinh chuyén dang biéu mé-trung mo (EMT) va tang
kha nang xadm l&n, di can [9]. M&c du chua ¢6 nhiéu
nghién cttu truc ti€p lam ré maoi lién hé gilra p53 va
nay chdi u, cac dir liéu hién c6 goi y rang biéu hién
b4t thudng clia p53, dac biét la kidu hinh qué bidu
hién, c6 thé lién quan dén céc dac diém sinh hoc ac
tinh nay. Nghién clu ctia Makino M va cong su cho
thay céa di can hach va nay choi u déu hién dién vdi
tan suét cao hon co y nghia théng k& & nhom biéu
hién p53 duang tinh [8]. V& mat co ché, cac dot bién
TP53 kiéu tang chirc nang khéng chi lam mat chic
nang c ché khéi u ma con thic day qua trinh EMT
théong qua diéu hoa céc truc tin hiéu nhu miR-34,
Snail va Wnt/B-catenin. Bac biét, p53 binh thuong
kich hoat biéu hién miR-34, vén c6 tac dung (c ché
truc ti€p cac yéu té phién ma thuc ddy EMT nhu Snail
(SNAI1), Slug va ZEB1; khi TP53 bi d6t bién hodc méat
chitc nang, dan dén mat (¢ ché cua Snail va tang
EMT, gép phan thic day xadm l&n va di can cla té
bao ung thu [10]. C4ac dir liéu nay cung c6 gia thuyét
rang biéu hién p53 bat thudng khéng chi phan anh
trang thai dét bién TP53 ma con ¢ tac déng sinh hoc
sau réng, thuc day EMT, lién quan truc tiép dén tién
lugng xau & bénh nhan UTDTT.

Bi€éu hién bat thudng clia p53, ddc biét 1a kiéu hinh
qua biéu hién, co thé lién quan dén nguy ca di can
hach va mic do ndy choéi u cao sau hoa trj tan b tro,
goiy gi4 tri tién luong bat loi & bénh nhan UTDTT. Phat
hién nay cho thay tiém nang ctia p53 nhu moét dau an
l&m sang trong phan tang nguy co sau diéu triva dinh
huéng chién luge quan ly hau phau. Vé6i cac truong
hop p53 qué biéu hién, can can nhic theo déi satva
céc lieu phap bd sung nhu hoa tri tdng cudng hodc
diéu tri nham trang dich. Viéc hiéu rd vai trd ciia p53
trong céc bsi canh sinh hoc khac nhau khdng chicé
y nghia tién lugng ma con hd trg phat trién cac chién
lwoc diéu tri ca thé hoa trong tuong lai.
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Tuy nhién, nghién cttu nay c6 mot sé han ché. Thi
nhat, ¢ mau nhd (40 bénh nhan) lam gidm sic
manh théng ké va kha nang khai quéat hoa két qua;
cac nghién clu véi c& mau lén hon la can thiét dé
kiém chirng. Thi hai, biéu hién p53 chi dugc danh
gia sau hoa tri, khong co6 dir liéu mo trude diéu tri,
nén chua thé danh gia truc ti€p tac déng clia hoa tri
lén bi€u hién p53. Thi ba, héa md mién dich chi la
phuong phéap gian tiép suy luan trang thai TP53; viéc
két hgp vdi cac ky thuat phan tich phan tl nhu giai
trinh ty thé hé mdi sé giup xac dinh chinh xac loai va
trang thai dot bién, cung cap thém thong tin vé dac
diém sinh hoc u va dap tng diéu tri.

5. KET LUAN

Nghién cltu cho thay biéu hién bat thudng clia p53,
d&c biét [a kiu hinh qué biéu hién, c6 lién quan dén
ty l& cao di can hach va mirc dd nay choéiu sau héa tri
tan bé trg & bénh nhan UTDTT c¢6 di can gan. Nhirng
ma&i lién hé nay gaiy rang p53 c6 thé 1a mot chi diém
sinh hoc co gia tri trong tién lwgng va phan tang nguy
co hau diéu trj, tir dé hd trg xay dung chién lugc theo
doi va diéu tri ca thé héa. Mac du con han ché vé c&
mau va thiéu dit liéu trudc hda tri dé so sanh, két qua
nghién ctu cung cdp bang chirng bd sung vé vai trd
clia p53 trong bdi cadnh sau hoa tri, dong thdi md ra
hudng nghién cltu sdu hon vé co ché sinh hoc lién
quan dén dac diém xam lan & UTDTT.

6. TAI LIEU THAM KHAO

[1] Sethi D, Sen R, Parshad S et al. Histopathologic
changes following neoadjuvant chemotherapyin
various malignancies. Int J Appl Basic Med Res,
2012,2(2):111-6.

[2] Kim K.M, Ahn Ae-Ri, Park Ho Sung et al. Clinical
significance of p53 protein expression and
TP53 variation status in colorectal cancer. BMC
Cancer, 2022, 22 (1): 940.

[38] Candas G, Garcia A, Ocampo M.D et al. Impact
of immunohistochemical profile changes
following neoadjuvant therapy in the treatment
of breast cancer. Ecancermedicalscience, 2021,
15:1162.

[4] CaseyL, Kobel M, Ganesan R etal. Acomparison
of p53 and WT1 immunohistochemical
expression patterns in tubo-ovarian high-grade
serous carcinoma before and after neoadjuvant
chemotherapy. Histopathology, 2017, 71 (5):
736-742.



N.D. Duy et al. / Vietnam Journal of Community Medicine, Vol. 66, Special Issue 20, 151-157

[5] Jiabei Zhou, Yu Kang, Lu Chen et al. The drug- [8] Makino M, Yamane N, Taniguchi T et al. p53 as an

resistance mechanisms of five platinum-based indicator of lymph node metastases in invasive
antitumor agents. Front Pharmacol, 2020 Mar early colorectal cancer. Anticancer Res, 2000,
20, 11: 343.

20 (3b): 2055-9.

[6]Hao V.D.T, Tri P.M, My D.T et al. FOLFOXIRI for first-
line treatment of unresectable colorectal cancer
with liver metastases in a resource-limited
setting. ) Gastrointest Cancer, 2024, 56 (1): 12.

[9] Valeria Maffeis, Lorenzo Nicole and Rocco
Cappellesso. RAS, cellular plasticity, and tumor
budding in colorectal cancer. Front Oncol, 2019

Nov, 19, 9: 1255.
[7] Osakabe M, Yamada N, Sugimoto R et al. ' ' ' '
The pattern-based interpretation of p53 [10] Kim N.H, Kim H.S, Li X.Y et al. A p53/miRNA-34

immunohistochemical expression as a surrogate axis regulates Snail1-dependent cancer cell
marker for TP53 mutations in colorectal cancer. epithelial-mesenchymal transition. J Cell Biol,
Virchows Arch, 2025, 486 (2): 333-341. 2011, 195 (3): 417-33.

358 Crossrefd 157




