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Tém tat

D&t van dé: Tan sinh biéu mo gai bé mat nhan cau (Ocular Surface Squamous Neoplasia OSSN) bao gébm
cdc t6n thuong tir nghich san (Conjunctival Intraepithelial Neoplasia CIN) d&n carcindm té bao gai (Squamous
Cell Carcinoma SCC). Viéc xac dinh chinh xadc mirc d6 ac tinh va kha ndng tién trién 1a thach thirc trong giai
phau bénh. Gen TP53 m3 hda protein p53 1a gen trc ché u quan trong, thuong dot bién do tac dong cla tia
cuc tim (UV-B) - yéu t6 nguy co chinh cta OSSN.

Muc tiéu: M6 ta dic diém 1am sang - md bénh hoc va biéu hién p53 cla cac trvdng hop CIN1, khdo sat
mai lién quan gitra biéu hién p53 va cac d3c diém |am sang - md bénh hoc, déng thai so sénh biéu hién p53
& CIN 1 v&i md két mac binh thuong.

Pai twong va phuong phap nghién ciru: Nghién clru mo ta cit ngang trén 25 trwong hop CIN 1 trong dé
c6 9 truong hop cd mau mo két mac binh thuwong tai Bénh vién Mat Thanh phd HO6 Chi Minh tir 2022 - 2024.
Dénh gia biéu hién p53 bang héa mé mién dich (HMMD) theo 2 kiéu hinh: kiéu hoang d3 va kiéu dot bién véi
cdc mirc d6: biéu hién rai rac, bi€u hién qua murc, khdng biéu hién, biéu hién bao tuong.

K&t qua: Trong 25 trudng hop CIN 1, tudi trung binh 13 45, nam chiém wu thé& (84%). Pa s6 trwdng hop
bi€u hién p53 kiéu hoang da (76%), trong khi 24% cé kiéu p53 dét bién. Mirc dd biéu hién p53 & nhém CIN 1
cao hon cé y nghia théng ké so v&i biéu md k&t mac binh thuwdng (p = 0,002).

K&t luan: Nghién cru cho thdy CIN 1 g8p wu thé& & nam gidi va biéu hién p53 trong CIN 1 chd yéu la kiéu
hoang da, ddng thoi nghién ciru dd chirng minh mitc d6 biéu hién p53 & nhém CIN 1 cao hon han so véi biéu
md k&t mac binh thuong véi y nghia théng ké rat rd rang. Dieu nay khang dinh p53 la d4u 4n nhay bén véi tén
thuong té bao do tia UV gdy ra tir giai doan rat sém.

Tir khoa: tdn sinh biéu mé gai bé mdt nhén cu; OSSN; CIN; p53; héa mé mién djch.
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Abstract

Background: Ocular Surface Squamous Neoplasia (OSSN) encompasses a spectrum of lesions ranging
from Conjunctival Intraepithelial Neoplasia (CIN) to Squamous Cell Carcinoma (SCC). Accurately determining
the degree of malignancy and the potential for progression remains a diagnostic challenge in pathology.
The TP53 gene, which encodes the p53 protein, is a critical tumor suppressor gene frequently mutated by
ultraviolet (UV-B) radiation - the primary risk factor for OSSN.

Objectives: To describe the clinicopathological characteristics and p53 expression of CIN1 cases, to
investigate the association between p53 expression and clinicopathological features, and to compare p53
expression in CIN1 with that in normal conjunctival tissue.

Materials and methods: A cross-sectional descriptive study was conducted on 25 cases of CIN 1, including

I 86 TAP CHI Y DUQC HUE - HUE JOURNAL OF MEDICINE AND PHARMACY ISSN 3030-4318; eISSN: 3030-4326



9 cases with normal conjunctival tissue samples, at the Ho Chi Minh City Eye Hospital from 2022 to 2024.
p53 expression was evaluated by immunohistochemistry (IHC) and classified into two patterns: wild-type and
mutant-type, with the following staining categories: scattered expression, overexpression, complete absence
(null pattern), and cytoplasmic expression.

Results: Among 25 cases of CIN 1, the mean age was 45 years, with a male predominance (84%). The
majority of cases demonstrated a wild-type p53 expression pattern (76%), while 24% exhibited a mutant-
type pattern. The level of p53 expression in the CIN1 group was significantly higher than that in normal
conjunctival epithelium (p = 0.002).

Conclusions: The study demonstrated a male predominance among patients with CIN 1, and p53 expression
in CIN 1 was predominantly of the wild-type pattern. Furthermore, the study showed that the level of p53
expression in the CIN 1 group was significantly higher than that in normal conjunctival epithelium, with a
highly statistically significant difference. These findings support the role of p53 as a sensitive biomarker of

UV-induced cellular damage, detectable even at the earliest stages of neoplastic transformation.
Keywords: ocular surface squamous neoplasia; OSSN; CIN; p53; immunohistochemistry.

1. DAT VAN DE

Tan sinh biéu md gai bé mat nhan cau (Ocular
Surface Squamous Neoplasia - OSSN) la mot nhém
bénh Iy phé rong, phat sinh tir biéu md |4t tang
khéng strng hda clia két mac va gidc mac, dién tién tir
nghich san nhe dén nghich sdn nang, dén carciném
té€ bao gai (SCC) xdAm nhap [1]. Trong d6, tan sinh
trong biéu md k&t mac (CIN) 13 t6n thuong tién ung
thu. CIN 1, hay nghich san mirc d6 nhe, dugc xac
dinh v& mat hinh thai khi cac t& bao khéng dién hinh
chi khu trd & 1/3 dudi cla |8p biéu mb [2].

Tai Viét Nam, OSSN c6 xu huwdng gap nhiéu & nam
gidi do dic thu lao dong ngoai troi va sy phoi nhiém
kéo dai véi birc xa cuc tim (UV-B) [3]. Mac du gidi
phau bénh van 13 “tiéu chuan vang”, viéc chan doan
phan biét giita cac t6n thuwong tién ung thu va ung
thu xam 1an trén cadc mau sinh thiét nhé doi khi gap
nhiéu thach thirc.

V& méat sinh hoc phan tlr, gen TP53 m3 hda
protein p53 déng vai tro thiét yéu trong kiém soat
chu ky té& bao, cdm ng slra chira DNA va khéi phét
apoptosis khi c6 t6n thuong di truyén. Tia cuc tim
(UV) I3 yéu t& nguy co chinh clia OSSN, gay dot bién
TP53 véi kiéu dot bién dac trung. Tir d6 dan dén sy
tich Iliy protein p53 bat thudng trong t& bao biéu mo
bé mat nhan cau, dwoc xem |a mét diu hiéu sém va
then chét trong qué trinh sinh ung [2, 4-6].

Ung dung héa md mién dich (HMMD) dé khao
sat biéu hién p53 khong chi gitp phat hién cac bat
thuwong phan tlr tiém 4n ma con gép phan phan tang
nguy co va du bao kha ndng tién trién/xam lan cua
tén thuong OSSN, ddc biét trong cac trudng hop tén
thuong con gidi han & giai doan sém [4, 8]. Do do,
chuing téi Iwa chon CIN 1 lam d6i tugng nghién clru
cho phép ddanh gia vai tro clia p53 nhu mét chi diém
s&ém cua qua trinh sinh ung, thay vi chi phan dnh hau
qud & céc giai doan tién trién. Xuat phat tr thuc té

trén, chung t6i dit ra cau hdi nghién ciru “Biéu hién
clia dau an p53 bang héa moé mién dich trong céc
trudng hop CIN 1 két mac nhu thé nao?”. Tir d6,
nghién clru “Khao sat biéu hién diu an p53 trong tén
thwong tan sinh noi biéu mo k&t mac mic d6 nhe”
duwoc thuc hién véi cdc muc tiéu: mo ta dic diém 1am
sang - md bénh hoc va biéu hién p53 cla cac trudng
hop CIN1, khao sat méi lién quan giita biéu hién p53
va cac dac diém |am sang - mé bénh hoc, dong thoi
so sanh biéu hién p53 & CIN 1 véi moé két mac binh
thuong.

2. pOI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Déi twong nghién ctru: 25 trudng hop duoc
chan doan CIN 1 trong d6 c6 9 truong hop cd mau mo
k&t mac binh thuwong tai Khoa Xét nghiém, Bénh vién
M&t TP. H6 Chi Minh tir thang 1/2022 dén 12/2024.

Nghich san mirc d6 nhe (CIN 1) dwoc xéc dinh vé
mat hinh thai khi céc t& bao khéng dién hinh chi khu
trd & 1/3 dudi cla 1dp biéu mé [2].

Tiéu chuan chon mau gdm bénh nhan cé ho so
bénh an day dd, cé chdn dodn mé bénh hoc xac
dinh 13 CIN 1, kh&i md vui nén con t6t, du dé thuc
hién H&E va HMMD. Céac truong hop c6 mau khoi
nén bi hu hong, khéng thé thyc hién nhuém HMMD
hodc khéng cé day du dir liéu bénh an sé bi loai khéi
nghién clru.

2.2. Phwong phap nghién ctru

Thiét ké: M6 ta cit ngang.

Phuong phap chon mau: Chon mau thuan tién.

Ky thuat: Danh gia dic diém mé bénh hoc trén
nhudm H&E va nhuém HMMD véi khang thé khang
p53.

Nhudm hda mo6 mién dich p53: S dung khang
thé don dong Monoclonal Mouse Anti-human p53
protein Clone DO-7 trén may nhudm tiéu ban tu
dong BenchMark cda Ventana.
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Bang 1. Danh gia biéu hién p53 [4]

Kiéu hoang d3
(wild-type pattern)

Kiéu dot bién
(mutant pattern)

Biéu hién rdi rdc: Biéu hién qud muc/

nhuém nhan khéng lan téa: nhudém nhan

doéng nhat vdi cwdng manh dong déu & it

dd khac nhau & 16p nhat 80% té bao ddy va

ddy va lop can day lan réng manh dén I6p
can day

Khéng biéu hién: Hoan
toan khong cé nhudém
khi cé néi chirng duong
tinh (nhuém duong tinh
& céac t&€ bao viém va mo
dém lién k&)

Biéu hién bao twong: nhudm
bao tuong cé hodc khong
¢6 nhudém nhan khi cé noi
chirng duwong tinh (nhudm
nhan & cac té bao viém hodc
mo dém lién ké)

. \ -
Hinh 1. Nhuom H&E bé mat nhan cau
(A) M6 binh thudmng (40x) (B) CIN 1 (10x)

(A) Biéu hién rai rac (40x), (B) Biéu hién qua mtrc (10x)

2.3. Xt ly va phén tich s6 liéu

S8 liéu nghién ctru trong phiéu thu thap dit liéu
duwogc nhap vao bang Excel va dwogc phan tich bing
phan mém théng ké STATA 17. Khao sat mai lién quan
bang phép kiém Fisher’s exact, Mann-Whitney U. Cac

va do tin cay 95%.

két qua dugc xem 1a cd y nghia thdng ké khi p < 0,05 thing 11 ndm 2025.
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2.4. Pao dirc nghién ciru
Nghién ciru d3 dwgc Hoi Ddng Pao dirc trong
nghién cttu y sinh hoc cta Dai hoc Y Dugc TP. HCM
théng qua, quyét dinh s6 4794/DHYD-HDDD ngay 24



3. KET QUA

3.1. Pac diém 1am sang - mo bénh hoc va dau
an p53

Vé tudi, gidi tinh

Chuing t6i khdo sat trén 25 mau CIN 1 bé mat
nhan cau. D tudi trung binh trong nghién ciru cua
ching toi la 45 + 13,6. Trong d4, tudi nhd nhat 13 19
tudi, tudi lon nhat 13 71 tudi. Nam gidi chiém wu thé
vGi ty 16 84%.

V& vj tri mdt ton thwong

Trong nghién clru nay tén thuong dugc phan
bd khong déng déu gilra 2 mat vdi ty & trai/phai:
9/16. Khéng ghi nhan trwdng hgp nao tén thuong
ca 2 mét.

Vé déc diém md bénh hoc CIN 1 dugc trinh bay &
Bang 2 va dic diém biéu hién diu &n p53 duoc trinh
bay & Bang 3.

Bang 2. M6t s6 dic diém mo bénh hoc CIN 1

Pic diém déi twgng nghién ciru NC(;,) I:\Ih:;:;g
Tang/Day sirng do anh nang 7 (28%) 18 (72%)
Phan bao bat thuwong 0 25 (100%)
Tham nhép té bao viém 0 25 (100%)
16 bao dai 3 (12%) 22 (88%)

K&t qua trong nghién ctru dic diém mo bénh hoc clia CIN 1 ghi nhan ty 1& ting/day sirng do anh nang dwoc
ghinhan & 7/25 trwong hop (28%), trong khi 18/25 truong hop (72%) khéng c6. Khéng ghi nhan trwong hop
nao cé phan bao bat thudng hodc thdm nhap té bao viém (0%). Té bao dai hién dién & 3/25 trudng hop (12%)

va khéng hién dién & 22/25 truong hop (88%).

Bang 3. D3c diém biéu hién diu &n p53

Biéu hién p53 N (%)
Kiéu hoang d3 19 (76%)
Kiéu dot bién 6 (24%)
Biéu hién qud mirc 3(12%)
Khéng biéu hién 3 (12%)
Biéu hién bao twong 0

Nhin chung, da s6 cac trwdng hgp CIN 1 cho thay cé kiéu biéu hién p53 dang hoang da chiém wu thé 76%
(N = 19). Biéu hién p53 dot bién gip & mat ty 1& nhd véi biu hién qua murc va khong bidu hién bing nhau

déu chiém 12%.

3.2. Mai lién quan giira biéu hién p53 va cac yéu td 1am sang - mé bénh hoc
Chung t6i tién hanh chia ddu 4n p53 thanh 2 nhém 13 kiéu d6t bién va kiéu hoang da. K&t qua sau khi thuc
hién théng ké Fisher dé xét méi lién quan gilta ddc diém |dm sang - md bénh hoc va biéu hién ctia ddu 4n p53

duwoc trinh bay & Bang 4.

Bang 4. M&i lién quan gilra biéu hién cla diu &n p53 vdi cac dic diém 1am sang, m6 bénh hoc

. e Kiéu hoang d3 Kiéu dot bién Giatrip
bac diém N (%) N (%)
Nhom tudi
< 45 tudi 10 (71,43%) 4 (28,57%) 0,661
> 45 tubi 9(81,82%) 2 (18,18%)
Gidi
Nam 16 (76,19%) 5(23,81%) 1,000
Nt 3 (75,00%) 1(25,00%)
Tang/Day slrng do
anh nang
c6 5 (71,43%) 2 (28,57%) 1,000
Khong 14 (77,78%) 4(22,22%)
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Té bao dai
Cé 1(33,33%)
Khong 18 (81,82%)

2 (24,00%)
4(18,18%)

0,133

Phan tich théng ké Fisher khdng ghi nhan méi lién quan cé y nghia théng ké gitra ki€u biéu hién p53 véi
cac d&c diém tudi (p = 0,661), gidi (p = 1,000), tinh trang tdng/day sirng do anh nang (p = 1,000) va sy hién

dién cla té bao dai (p = 0,133).

3.3. So sanh bi€u hién p53 & CIN 1 v&i mé két mac binh thwong
Chung toi ghi nhan ty & biéu hién dau &n p53 & md binh thwdng thap hon rd rét so véi mé CIN 1 (kiém
dinh U, p = 0,002) (Biéu db 1). Trong 9 ca mé binh thuwdng, cd 5 ca biéu hién rai rac, 4 ca khéng biéu hién.

[ M6 binh thudng véi CINT |

Binh trwsémg

(0]

TV 1& bidu hign p53
40

CIRA

| . L

Biéu do 1. Ty 18 biéu hién diu &n p53 & m6 binh thuéng va mé CIN 1

4. BAN LUAN

Nghién clru cha ching tdi ghi nhan cé sy twong
doéng vé dic diém nhan khiu hoc véi mot vai nghién
ctru dugc thuc hién trong nwdc. Trong nghién clru
cla H6 Cong Thay Thanh va cdng su (2025) cho thay
dd tudi trung binh 12 52,5 + 14,9, nam gidi chiém wu
thé& (63,9%) [9]. Ty |& ngudi lao ddng ngoai troi (55%)
|& nhém nguy co cao nhat. Vi tri tén thwong thuong
tap trung tai vung ria két gidc mac (66,11%) - noi tiép
xUc nhiéu nhat v&i dnh sdng mat troi.

Nghién ctru cla ching t6i ghi nhan sy khéng déng
déu ton thwong cta ca hai vi tri mat, wu thé mét phai
va khdng ghi nhan t6n thwong & hai mat, giéng voi
nghién clru cla tac gid H6 Céng Thady Thanh (2025)
mat phai gdp & 97 bénh nhan, chiém ty lé 54,4%,
khéng ghi nhan & hai mat [9]. Ngoai ra, két qua
nghién ctru cla chung t6i cé diém twong dong véi
nghién ctru cta L& Thi Kim Dung va cong su (2024) vé
ty 1é mac gitta hai mat khong cé su khac biét vdi ty
|& mat phai va mat trai lan luot 13 50,7%, 49,3% [3].

Két qua khao sit clda ching tdi ghi nhan 28%
trudng hop cé tinh trang tang sirng. Mac du chiém ty
|& thap hon nhédm khéng sirng hda, su xuat hién cla
chat sirng trén biéu mo két mac la mot bién d6i mo
hoc dac biét quan trong. Day |a phan (ng cla té bao
gai trudc sy kich thich man tinh tir tia xa. Ldp sirng

ddéng vai trd nhu mot rao can vat ly ngdn chan tia UV
xuyén thau vao cac I&p sdu hon cta biéu mé. Trén
IAm sang hién twong nay tuong rng véi ton thuong
dang mang trang thuong gip. Piéu nay cling phu
hop vaiy van, ty 1& sirtng hda thuong ty & thudn vai
murc d6 &c tinh (thdp & CIN 1 va cao & CIN 3/SCC) [1].

Trong biéu md k&t mac cé cac té bao dai tiét chat
nhay, thanh phan nay duwoc hda nhap vao 1&p phim
nudc mat. Méc du té bao dai hién dién khap biéu md
két mac, s6 lwong cla chung thay déi dang ké gitra
cac vi tri. Mat d6 t& bao dai cao nhat & két mac mi
dudi va thap nhat & vung ria gidc mac [10]. Nghién
clru clia ching t6i ghi nhan t&i 88% mau nghién ciru
khéng con hién dién t& bao dai. Pay 1a hé qud cla
quaé trinh chuyén san gai manh m&. Viéc mat di cac té
bao tiét nhay khong chi gay kho mét khu trd ma con
lam mat di hang rao bao vé sinh hoc tu nhién, tao
diéu kién thuan loi cho tia cuc tim tiép tuc gy ton
thuwong céc té bao nghich san.

Co ché& bénh sinh cla OSSN lién quan truc tiép
dén birc xa UV-B gay t6n thuwong DNA va lam dét
bién gen TP53. Viéc khdng ghi nhan phan bao bat
thudng hay thadm nhap viém dang ké& (0%) phan anh
ban chat cta CIN 1 I giai doan nghich san nhe, noi
cac t€ bao bat thudng vin con khu tra & 16p day va
can day. Trong nghién clru nay, ching t6i nhan thay
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rang biéu hién p53 trong CIN 1 chl yéu I3 kiéu hoang
da (76%) biéu hién rai rac; va vdi chi mot ty 1& nho cac
trwdng hop cé biéu hién dét bién. Didu nay chirng to
trong cac tén thwong trong biéu md murc d6 thap, co
ché kiém soét chu ky t& bao van con duoc bao ton
twong d6i nguyén ven [1, 2, 7]. M3t khdc, kiu dét
bién (24%) bao gdbm ca boc 16 qua mirc va mat biéu
hién hoan toan, day duogc coi la cdnh bao céc truong
hop cb nguy co tién trién nhanh hon.

Két qua nghién clru cda ching t6i cho thady mirc
dd biéu hién p53 & nhdm CIN 1 cao hon cé y nghia
théng ké so véi mo biéu mé k&t mac binh thuwong (p =
0,002) (kiEm dinh Mann-Whitney U). M6t s6 nghién
clru d3 chirng minh rang biéu hién p53 ¢ thé ting
trong cdc biéu md chju tac déng cla tia UV ngay ca
khi chura cé nghich san, dac biét tai két mac va cac
mé biéu md phoi nhiém &nh sang [5, 11]. Biéu nay
nh&n manh vai trd clia p53 nhu mét dau an nhay vai
tén thuong té bao sém.

Tuy vy con mdt s6 han ché cta nghién clru can
duoc dé cap. Th nhat, c& mau con han ché, cé thé
anh hudng dén kha ndng phat hién cdc mai lién quan
nho. Thir hai, chwa thue hién phan tich d6t bién TP53
& muirc phan tlr, do doé khéng thé d6i chiéu tryc tiép
gitta kiu nhuém HMMD va tinh trang gen. Cudi
cung, thiét ké cat ngang khong cho phép danh gid gia
tri tién lwong cla p53 trong tién trién tén thuwong.

5. KET LUAN

Nghién ctru cho thdy CIN 1 gdp wu thé & nam gidi
va biéu hién p53 trong CIN 1 ch( yéu I3 kiéu hoang
da, déng thoi nghién clru d3 chirng minh mdc d6
bi€u hién p53 & nhém CIN 1 cao hon han so véi bidu
mo két mac binh thudng véi y nghia thong ké rat rd
rang. Diéu nay khang dinh p53 la ddu &n nhay bén
vdi tén thuwong t&€ bao do tia UV gy ra tir giai doan
rat sém

Tuyén b vé xung dot lgi ich: Cac tac gia khang
dinh khdng cé xung dét lgi ich d6i vdi cac nghién
clru, tac gia, va xuat ban bai bao.

LO1 CAM ON: Nghién ciru dwoc su hd tro kinh
phi dé tai nghién ctru khoa hoc cdp co s& cla Dai
hoc Y Dugc Thanh phé H6 Chi Minh. Nhém tac gia
tran trong cdm on Pai hoc Y Duge Thanh phd H6 Chi
Minh d3 cap kinh phi thyc hién dé tai theo Hop dong
s6 178/2026/HD-DHYD ngay 28 thang 4 nam 2026.
Dong thoi, ching t6i cling tri 4n sau sac dén tap thé
Khoa Xét nghiém, Bénh vién Mat Thanh phé H6 Chi
Minh d3 tao diéu kién thuan lgi cho ching t6i tién
hanh nghién clru nay.
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