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SU BOC LO PROTEIN P16 VA MOI LIEN QUAN VO'TDPAC PIEM
GIAI PHAU BENH TRONG UNG THU BIEU MO TUYEN DA DAY

TOM TAT

Muc tiéu: Xac dinh tlnh trang boc 16 dau an P16
va doi chleu véi dac diém giai phau bénh cta ung thu
biéu mé tuyen da day (UTBMTDD) theo TCYTTG 2019.
Phuong phap nghlen ciru: M0 ta cat ngang trén 96
bénh nhan dugc chan doan UTBMTDD tai bénh vién
Bach Mai. K&t qua nghién ciru: P16 dudng tinh khi
> 10% cac t€ bao u bat mau nhan va bao tudng va
<10% céc t€ bao u bat mau thi coi la am tinh. Trén 96
mau nghién c(u, ti Ié p16 dugng tinh chi€m 54,2% va
pl6 am tinh la 45,8%. Tinh trang mat boc 16 p16
tuong quan cd y nghia thong ké vai kich thudc u
(p=0,019), d6 nay choi u (p=0,023), tinh trang xam
nhap mach (p=0,006), than kinh (p=0,03) va di cdn
hach (p=0,018). Khong c6 méi tuang quan cd y nghia
thdng ké gilta tinh trang bdc 16 p16 véi  vi tri u
(p=0,458), hinh thai u (p=0,137) , phan loai MBH theo
TCYTTG 2019 (p=0,468), phan loai MBH theo Lauren
(p=0,073), d6 sau xam nhap (p= 0,122), di can xa
(p 0 33) K&t luan: P16 co thé sur dung nhu mot dau
an dé tién lugng, chan doan trong nhiéu loai ung thu
khac nhau. Trong nghién ctu ctia ching toi, p16 cé
mai lién quan chat ché vdi cac yéu to6 tién Ichjng cla
UTBMT da day nhu kich thudc u, do nady choéi u, tinh
trang xam nhép mach bach huyét, than kinh va di can
hach. Sy mat boc 16 p16 cla cac té bao u la yéu to
nguy cg xau han so véi cd boc 16  p16 trong UTBMT da
day 7w khod: ung thu biéu mo tuyén da day, p16,
yéu to tién lugng
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features of gastric adenocarcinoma according to WHO
2019. Methods: A cross-sectional description on 96
patients diagnosed with gastric ADC at Bach Mai
Hospital. Results: The brown-yellow staining of
nucleus and cytoplasm is considered positive. P16
staining over 10% was considered positive (+) and
staining under 10% as negative (-). Regarding p16
expression in 96 patients with gastric ADC, 54,2%
showed positive and 45,8% showed negative. Loss of
p16 expression is significantly associated with tumour
size (p=0,019), tumour budding grade (p=0,023),
lymphatic-vascular invasion (p=0,006), neural invasion
(p= 0,03) and lympho nodes metastasis (p=0,018).
There is no correlation between p16 expression and
tumour location (p=0,458), macroscopic type
(p=0,137), WHO histological type (p=0,468), Lauren’s
type (p=0,073), depth of invasion (p= 0,122) and
metastasis (p=0,33). Conclusion: P16 could be used
as a prognostic marker and a diagnostic marker in
many kinds of cancer. Loss of pl6 expression is
usually because of hypermethylation of p16INK4a
promoter region. Loss of p16 were strongly correlated
with development of gastric cancer. Our research
indicate that p16 has a strong association with tumour
size, tumour budding grade, Iymphatic-vascular
invasion, neural invasion and lympho node metastasis.
Loss of expression of p16 is considered as a bad risk

factor in gastric ADC. Keywords: gastric
adenocarcinoma, p16, prognostic marker
I. DAT VAN BE

Ung thu biéu md da day 1a u ac tinh xuét
phat tir biéu md da day, trong dé ung thu biéu
mo tuyén chiém khoang 90%. Tai Viét Nam,
theo s6 liéu cia GLOBOCAN nam 2018, ung thu
da day ding th(r 3 ca vé s6 ca mdc mdi va s6 ca
tr vong vdi ty 1& nam/nCr xé“p xi 2,3.1 Y&u t0 tién
lugng dang tin cay nhat cla ung thy da day la
giai doan bénh va su tron ven ctia phau thuat cit
bo khoi u.2 D6 mo6 hoc va t|p mo bénh hoc cling
la nhu’ng yeu td hitu ich dé€ tién lugng.? Ngoai ra,
hod md mién dich c6 thé 1a mét yéu td tién
lugng tiém nang, khong chi kha ndng s6ng sot
clia bénh nhan ma con danh gia dap U'ng diéu tri
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cta khéi u véi thuéc chéng ung thu. P16 la mét
dau an dugc s dung trong tién lugng nhiéu loai
ung thu, trong dé c6 UTBMT da day.3 Mat boc
16 p16 trong UTBMT da day thugng do su methyl
hoa vung khdi dong cla gen p16INK4a va c6 moi
lién quan chdt ché vdi su tién trién cta UTBMT
da day.® Tuy vay, vai trd cua P16 trong ung thu
da day cé nhiéu van dé chua rdo rang, can cé
thém cac nghlen clu vé vai tro cta dau an nay
va (ing dung cua né trong thuc hanh gidi phau
bénh. Do dd chung t6i thuc hién dé tai nghién
ctu véi muc tiéu: Xac dinh tinh trang béc I6 p16
va déi chiéu vdi mot sé dsc diém gidi phdu bénh
UTBMT da day theo phén loai cua TCYTTG 2019
trén nhom bénh nhan nghién cuu.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U
POi turgng nghién ciru: Chung t6i ti€n hanh
nghién cltu trén 96 bénh nhan dugc chdn doan
UTBMT da day nguyén phat tai bénh vién Bach
Mai, tur thang 1/2022 dén thang 8/2023, c6 day du
ho sd bénh an, con tiéu ban va khdi nén du chat
lugng, s6 lugng dé chan doan va nhudm HMMD.

Phuang phap nghién ciru: Nghién ciu md
ta cét ngang._

Chon mau: I8y miu toan bd va chon mau
cd chu dich, cdc bénh nhan dugc chidn doan
UTBMT da day.

Quy trinh nghién ciru: Thong tin [am sang
cla bénh nhan nghién cu dudc thu thap.Véi
nhirng trudng hop hoi clru, ti€u ban va khoi nén
dugc tim lai. Nhing trufdng hdp tién clru, bénh
phdm mé dugc danh gid, phau tich va nhudém
HE. T4t ca cac tiéu ban HE dugc chan doan theo
phéan loai cia TCYTTG 2019 va nhudém HMMD vdi
p16. Danh gia boc 16 dau an p16 cua té€ bao u,
pl6 duong tinh khi bdt mau ndu céa nhan va
hodc bao tuong. p16 duong tinh khi: > 10% cac
t€ bao u b3t mau nhan va bao tucng. Duong
tinh (+): 11 - 25% t€ bao u bt mau; ducng
tinh(++): 26-50 % t€& bao u bt mau; duong tinh
(+++): >51% t& bao u bat mau. p16 am tinh: <
10% bao tuang va nhan t& bao u bat mau.*57

Phan tich va xur li s6 liéu: X ly s6 liéu
trén phan mém SPSS 25. Ap dung test x> dé so
sanh hai hodc nhiéu ty I€, tinh gia tri p. Ap dung
Fisher’s Exact test cho céc trudng hgp co tan so
mong dgi < 5. Cac phép so sanh c6 p < 0,05
dugc coi la c6 y nghia thong ké. Ap dung phéan
tich hdi quy logistic nhi phan dé danh gid su
tudng quan va mic do anh hudng cla nhiéu
bién s6 khac nhau |Ién mét bién dau ra cé dang
nhi phan. Cac phép so sanh cé p < 0,05 dudc coi
la cd y nghia thong k&, tinh gia tri OR, 95% CI.

Il. KET QUA NGHIEN CU'U
3.1. Su boc 16 p16 trong UTBMT da day
6 nhém bénh nhéan nghién ciru

" Hinh 1: P16 3m tinh (AH 4904)

T & n’- + vl . .
Hmh 3 P16 du’dng tlnh‘Q'- + }C.F 7428)

:= i d i N N
Hinh 4: P16 du’a’ng tlnh ( +++ ) (AG 1315)
Bang 1. Bic diém béc I6 p16

Mirc d6 biéu hién | S8 luong | Tilé %
Am tinh 44 45.8%

+ 16 16.7%

Duong tinh ++ 19 19.8%
+++ 17 17.7%

Tong 96 100%

3.2. Tudng quangnda su boc 10 p16 va
cac dic diém giai phau benh cua UTBMT da
day trén nhom bénh nhan nghién ciru
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Bang 2. Tuong quan giira béc 16 p16 vdi dic diém gidi phdu bénh cua UTBMT da diy
trén nhom bénh nhan nghién cuu

P16 duong tinh P16 am tinh
n | % n | % P
Vitriu
Tam vi 0 0% 1 100% 0458
Ngoai tam vi 52 54,7% 43 45,3% !
Kich thu'dc u
>5 9 34,6% 17 65,4% 0019
<5 43 61,4% 27 38,6% !
Hinh thai u
Sui 3 100% 0 0%
Phang 3 73% 1 25%
Loét tham nhiém 29 54,7% 24 45,3% 0,137
Loét khong tham nhiém 11 39,3% 17 60,7%
Tham nhiém 6 75% 2 25%
Phan loai MBH theo Lauren
Tip rudt 34 64,2% 19 35,8%
Tip lan tod 16 43,2% 21 56,8% 0,073
Tip hon hop 2 33,3% 4 66,7%
Phan loai MBH theo TCYTTG 2019
Tip 6ng 40 58,8% 28 41,2%
Tip kém két dinh 6 42,9% 8 57,1%
Tip ch& nhay 4 57,1% 4 42,9% 0,468
Tip hon hgp 3 33,3% 4 66,7%
Tip t€ bao nhan 0 0 1 100%
D6 moé hoc
Do I-1I 41 56,2% 32 43,8% 0.484
Do 111 11 47,8% 12 52,2% '
PO nay choéi u
NCU d0 thap va trung binh 31 66% 16 34% 0023
NCU do cao 21 42,9% 28 57,1% !
PO sau xam nhap
pTla,b 9 75% 3 25% 0122
pT2-4 43 51,2% 41 48,8% ’
Di can hach
Khong di can hach 21 72,4% 8 27,6% 0.018
Co6 di can hach 31 46,3% 36 53,7% !
Xam nhap mach bach huyét
Khéng xam nhap mach bach huyét 26 72,2% 10 27,8% 0.006
Co6 xam nhap mach bach huyét 26 43,3% 34 56,7% !
Xam nhap than kinh
Khéng xam nhap than kinh 36 67,9% 17 32,1% 0.003
Co xam nhap than kinh 16 37,2% 27 62,8% !
Di can xa
Khong di can xa 51 55,4% 41 44,6% 033
Co di can xa 1 25% 3 75% !
IV. BAN LUAN cta ching toi c¢d 44 trudng hgp khong bdc 10

4.1. Su bd 16 p16 trong UTBMT da day P16 chiém 45,8%, 52 trudng hop t;cf)c 16 p16
trong nhém bé&nh nhan nghién ciru. Trong chiém 54,20/,0 trong d6 16 ca dugng tinh (+), 19
96 trudng hgp UTBMT da day dugc nghién cu €@ dudng tinh (++), 17 ca (+++). Do trong
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nudc van chua cé nghién ctu vé vai trd cla p16
vGi UTBMT da day nén chdng toi dGi chi€u vdi
cac nghién cu nudc ngoai. Ti |1é boc 10 p16
trong nghién clu cla chdng t6i cd su tudng
ddng vai cac tac gia khac.*57 (Bi€u dd 1)

Ti & boe 1§ pl6 trong UTBMT DD

40.5

Biéu dé 1. So sdnh ty Ié bdc I6 p16 trong
UTBMTDD vdi cac tac gia khac

4.2. Tuong quan giira su boc 16 p16 va
cac dic diém giai phau bénh cia UTBMT da
day trén nhém bénh nhan nghién ciru.
Nghién clru cla chdng t6i ghi nhan ¢ mai lién
quan gira su mat boc 10 p16 vai kich thudc u
(p=0,019), d6 nay choi u (p=0,023 ), tinh trang
xam nhap mach (p= 0,006), than kinh (p= 0,03)
va di can hach (p=0,018), dé la nhiing yéu t6
tién tugng clta UTBMT da day. Su mat boc 16
pl6 c6 xu hudng xam nhap mach bach huyét
,xam nhap than kinh va di can hach gap hon 3
[an so véi nhitng trudng hgp cd boc 16 p16 ( p;
OR va 95% CI lan lugt la 0,006, 3,4 va 1,396-
8,282 ; 0,003, 3,574 va 1,534-8324; 0,018,
3,048 va 1,184-7,846) . Két qua cla chung toi
cling tugng dong vdi nghién clu clia cac tac gia
Altun, Xiu Sheng He, Feakins, tuy nhién tuong
quan gilta tinh trang xam nhap than kinh, do
NCU véi boc 106 p16 thi hién nay chua cé nhiing
nghién citu khac dé so sanh.*>7 Mot s6 nghién
cu vé su bbc 16 p16 trén UTBMT & tuy, dai
trang, UTBM phdi khdng t€ bao nhd, déu cho
thdy cd su tuang quan nghich gilra boc 16 p16 va
cac yéu to tién lugng nhu: do biét hoa, giai doan
Idm sang, xam nhap mach bach huyét, di can
hach.810 Nhu vay p16 c6 thé coi la mot yéu té
tién lugng clda nhiéu loai ung thu khac nhau,
trong do6 c6 ca UTBMT da day.

Ching t6i khéng thdy c6 mdi lién quan cé y
nghia thong ké gilta boc 10 p16 va vi tri u
(p=0,458), hinh thai u (p=0,137), phan loai MBH
theo TCYTTG 2019 (p=0,468), phan loai MBH
theo Lauren (p=0,073), d6 sau xam nhap (p=
0,122), di can xa( p=0,33).

V. KET LUAN
P16 cd thé sir dung nhu mot ddu an dé tién

lugng, chan doan trong nhiéu loai ung thu khac
nhau. Sy mat boc 16 p16 trong UTBMT da day
thudng do su methyl hod vung khdi dong cua
gen p16INK4a. Qua trinh nay cé madi lién hé chat
ché vdi qua trinh tién trién cta UTBMT da day.
Trong nghién cfu cua ching t6i, mat boc 10 p16
c¢d mdi lién quan chat ché vdi cac yéu to tién
lugng cla UTBMT da day nhu kich thudc u, do
ndy choi u, tinh trang xam nhap mach bach
huyét, than kinh va di cdn hach. Su mat boc 16
pl6 cla cac té bao u la yéu t6 nguy cd xau hon
so vdi co boc 10 p16 trong UTBMT da day.
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