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BIU HIEN HOA MO MIEN DICH CUA CAC DAU AN SINH HOC
DU DOAN THEO PHAN NHOM BIEU HIEN GEN
TREN BENH NHAN UNG THU BIEU MO TE BAO GAI NIEM MAC MIENG

Huynh Cong Nhat Nam', Dwong Thu Huwong'

TOM TAT

Mg dau: Ung thu biéu md té bao vay vung miéng
(0SCC) la loai ung thu dau b pho bién, cé ty Ie di can
va tai phat cao, doi hai viéc xac dinh cac dau an sinh
hoc tién lugng mdi. Nghién cltu trudc day cla chung
tdi da sur dung mo hinh hoc may dua tren di liéu giai
trinh tu mRNA va d3c diém 1am sang-md bénh hoc dé
phan loai OSCC thanh hai phan nhém vdi cac dac
diém phan tr va lam sang riéng biét, dong thdi da
xuat 12 gen 6 biéu hién khac biét gitta hai nhém nay
lam dau an sinh hoc tiém ndng. Muc tiéu nghlen
clfu: Nghién clru hlen tai nham muc tiéu danh gia
biéu hién protein_ clia cac ddu an nay bang phuong
phap hoéa md m|en dich trén mot nhém benh nhan
OSCC doc lap va xac dlnh m0| lién quan VO’I cac phan
nhém dugc du doan bang m& hinh SVM va XGBoost,
két hgp phan tich sdng con sd bd. Phuong phap:
Phuong phap nghién cau hoi cau dugc thuc hién trén
50 mau mé OSCC nguyen phat chua diéu tri clia bénh
nhan Viét Nam. K&t qua: K&t qua cho thdy 10/12 dau
dn bi€u hién protein. Khi phadn nhém bang mé hinh
SVM, c6 4 dau &n (SLAIN2, ADNP, SLK, MARCKS) cho
thay su' khéac biét biéu hién protein cod y nghia thong
ké gilta hai phan nhém du doan, phu hop véi xu
hudng biéu hién gen: Phan nhém 1 tang biéu hién
SLAIN2, ADNP, SLK; Phan nhém 2 ting biéu hién
MARCKS Vi mé h|nh XGBoost, chi ADNP co sy khac
biét y nghia. Phan tich sGng con trén s6 Iu’dng mau
han ché& chua cho thay sy khac biét gilta cac nhém.
Két luan: Nghién cltu da xac nhan bang HMMD sy
biéu h|en khac biét & cap do protein clia SLAIN2,
ADNP, SLK va MARCKS gitfa cac phan nhém oscc du‘
doan bd| mo h|nh SVM, cho thay tiém nang clia chiing
nhu nerng dau an smh hoc phan anh cac phan nhém
phan tr ctia OSCC. Can co cac nghlen ctru sau hon dé
xac thuc vai tro tién lugng va churc nang cla cac dau
an nay. T khod: Hoc may, Hod m6 mien dich, Ung
thu biéu mé t& bao gai niém mac miéng, 0SCC
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GENE EXPRESSION SUBGROUPS IN ORAL

SQUAMOUS CELL CARCINOMA PATIENTS
Introduction: Oral squamous cell carcinoma
(OSCC) is a common head and neck cancer with high
rates of metastasis and recurrence, necessitating the
identification of novel prognostic biomarkers. Our
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previous study utilized machine learning models based
on mRNA sequencing data and clinical-
histopathological features to classify OSCC into two
subgroups with distinct molecular and clinical
characteristics. It proposed 12 differentially expressed
genes between these groups as potential biomarkers.
Objective: The current study aimed to evaluate the
protein  expression of these markers using
immunohistochemistry (IHC) in an independent cohort
of OSCC patients and determine the association with
subgroups predicted by SVM and XGBoost models,
combined with preliminary survival analysis. Method:
A retrospective study was performed on 50 untreated
primary OSCC tissue samples from Vietnamese
patients. Results showed that 10 out of 12 markers
exhibited protein expression. Results: When
subgrouping using the SVM model, four markers
(SLAIN2, ADNP, SLK, MARCKS) showed statistically
significant differences in protein expression between
the two predicted subgroups (p<0.05), consistent with
gene expression trends: Subgroup 1 showed increased
expression of SLAIN2, ADNP, SLK; Subgroup 2 showed
increased expression of MARCKS. With the XGBoost
model, only ADNP showed a significant difference.
Survival analysis on the limited sample size did not
reveal significant differences between the groups.
Conclusion: In conclusion, the study confirmed via
IHC the differential protein-level expression of SLAIN2,
ADNP, SLK, and MARCKS between the SVM-predicted
OSCC subgroups, indicating their potential as
biomarkers reflecting the molecular subgroups of
OSCC. Further studies are needed to validate these
markers' prognostic and functional roles. Keywords:

Machine learning, Immunohistochemistry, Oral
squamous cell carcinoma, OSCC
I. DAT VAN DE

Ung thu biéu md t€ bao gai ving miéng
(OSCC) chiém ty Ié cao nhat trong cac loai ung
thu du cd va ding thr 16 vé tan sudt mac trén
toan thé gidi. Bay la mot bénh ly ac tinh véi dac
diém di cdn va tai phat thudng xuyén. Do do,
viéc xac dinh cac ddu an sinh hoc tién lugng mdi
cung vdi viéc lam sang té cc ché phan tir cua
qua trinh xam 1an va di can trong OSCC la vo
cling can thiét. Bén canh do, su di chuyén clia t&
bao trong méi trudng ba chiéu la mot dac tinh
sinh ly vGn cd cla ca té bao chua biét héa va da
biét hdéa. Ngoai vai trd trong qua trinh hinh
thanh m6 va dap ’ng mién dich, kha nang di
dong nay con la yéu to then chot lién quan dén
su phat tan di cn cla cac khéi u rén.! Trong
nghién c(tu trudc chidng toi da sir dung mo hinh
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hoc may d€ dy doan phan nhom biéu hién gen
clia cac mau OSCC. Cac ca OSCC gidi trinh ty
mRNA dugc phéan loai thanh phdn nhém 1 vdi
tinh trang udng rugu, 16n tudi hon, nam gidi, cac
ddc diém md bénh hoc nghiém trong hon, phan
ng mien dich va cac dau an sinh hoc cla cai
chét theo chugng trinh va p53. Phan nhom 2
dugc thé hién bang tinh trang udng rugu it hon,
cac d3c diém 1am sang cao hon, vdi dau &n sinh
hoc vé phan chia/stra chira t€ bao va cac tin hiéu
clia t& bao &c tinh.? Sau dé chlng toi dé xuat 12
d4u &n sinh hoc méi cd su khac biét biéu hién
gen gilta 2 phan nhém, bao gdém ADNP,
HNRNPD, RESF1/KIAA1551, SLAIN2, SLK va
WAC tang & phan nhom 1; va BAG1, FKBPS,
GIGYF1 va OGFR tang & phan nhém 2. Trong
nghién cru hién tai chung toi tiép tuc ti€n hanh
danh gla toan dién biéu hién hoa mo mién dich
cla cac gen nay trén bénh nhan OSCC dong thdi
budc dau phan tich sdng con trén mot s6 bénh
nhan nham xac dinh dugc cac ddu an sinh hoc
tiém ndng mdi.

IIl. BOI TUQONG VA PHUONG PHAP NGHIEN CUU

Doi tugng va thiét ké nghién ciru.
Nghlen ciu héi clu dugc ti€n hanh trén 206
mau md bénh pham vUi nén cua bénh nhan
OSCC dén kham va diéu tri tai khoa Ngoai 5
bénh vién Ung budu TPHCM tir ngay 1/6/2019
dén 1/6/2022. Tiéu chuan chon mau la cac bénh
nhan trong nghién clu c6 h6 so bénh an hoan
chinh, dudc chdn dodn OSCC nguyén phat va
chua tirng diéu tri bdng héa tri hay xa tri. Mau
md bénh phdm thu thdp tir nhitng bénh nhan
nay dam bao dd thanh phén mé ung thu dé tién
hanh nhuém héa mé mien dich.

Tu‘ ' nghién clru da dugc cong bé cua ching
t6i.2 Mau nghién ctu gdm 101 mau cd giai trinh
tu mRNA dugc phén nhom biéu hién gen, st
dung cac dac diém 1am sang giai phau bénh
bang 2 m6 hinh hoc may cé két qua dd chinh
xac cao nhat la SVM va XGBoost (>70%). T két
qué giai trinh tu, chung tdi dé xudt 12 gen biéu
hién cao 8 moi phan nhdm lam dau an sinh hoc
maGi tiém ndng. Tiép theo trén 105 mau doc lap
chi co thong tin [dam sang- g|a| phau bénh, chiing
t6i du doan phan nhém st dung mé hinh hoc
may, sau do ti€n hanh nhuém hoda mé mién dich
50 mau trong 105 mau dé danh gid mic dé biéu
hién protein thuc t€ theo du’ doan.

Nhuom hoa mo mlen dich va danh gla
biéu hlen protein. Céac mau mé bénh pham vui
nén derc cat 1at day 3-4um va viéc nhudm hda
md mién dich dugc thuc hién tu dong vGi may
nhuém hdéa md mién dich BenchMark ULTRA,

Ventana, Roche. Quy trinh nhudm héa md mién
dich sé dugc diéu chinh dua trén kha ndng bat
mau cla ting khang thé. Quy trinh UltraView
DAB thudng dugc st dung dé tdng dd chinh xac.
Khi can tang cudng do rd ciia mau nhudm, nang
cao do nhay va giam nhudm nén, phudng phap
OptiView DAB sé dugc ap dung. Ngoai ra, budc
Amplification cé thé dudc két hop dé khuéch dai
tin hiéu két qua nhudm, dac biét trong cac
trudng hgp khang nguyén c6 ndng d6 thap va
mUc d6 bi€u hién kém.

K&t qua nhuém héa mé mién dich dugc khao
sat dudi kinh hién vi quang hoc. Biéu hién duong
tinh la ¢4 sy hién dién cia phdic hgp khang
nguyén - khang thé trén t&€ bao va md, dugc
hién thi bdng mau vang niu. Biéu hién am tinh
la khong ¢ su hién dién cha phic hgp khang
nguyén - khang thé trén t& bao va méd, khéng
dugc hién thi bang mau vang niu. Mirc dd biéu
hién cla cac dau an sinh hoc dugc danh gia dua
trén chi s6 H-score (Histochemical Score), la ty &
phan tram cac t€ bao bat mau nhudm ducong
tinh va cudng do nhudm véi cong thirc

3

H-score = Z:=0(ix Y6F1)

VvGi i la cudng do biéu hién, dugc chia lam 4
mitc do: 0, 1+, 2+, 3+ va Pi ty I& phan trém s6
té€ bao bat mau nhuom theo moi muc Cerng do.

Phan tich sdng con. Phan tich s6ng con
dudc thuc hién trén cac mau hoi cru cta nghién
clrlu bdng phuong phadp phdong van hodc dién
thoai, s’ dung phép kiém log-rank (Mantel-cox)
va biéu d6 Kaplan-Meier.

Phan tich théng ké. Phan tich thGng ké
dugc thuc hién bang phan mém GraphPadPrism
(ban 10.3). Dir liu dugc biéu dién dudi dang
trung binh + dd 1&ch chuén (SD). Su khac biét
vé chi s6 H gilta cac nhom dugc phan tich bdi
phép kiém t déc 14p va kiém dinh Fisher's
extract. Gia tri P <0,05 dudc coi la c6 y nghia
thong ké.

Pao dirc trong nghién ciru. Nghién cliu
dugc théng qua bdi HOi Dong Pao Dlc trong
nghién clftu y sinh, Dai Hoc Y Dugc TP. H6 Chi
Minh (sG 441/HDPD-PHYD, ngay 14/6/2021) va
HGi Bong Dao DUt trong nghién clu y sinh hoc
bénh vién Ung Budu TP. HO Chi Minh (quyét dinh
s0 89/BVUB-HDDD).

IIl. KET QUA NGHIEN CU'U

Bi€u hién hoa mé mién dich cua dau an
sinh hoc dudc dé xuat. Tur 12 gen dugc dé
Xuat, chung toi ti€n hanh nhuém hoa mé mien
dich trén 50 mau du doan phan nhom. Pay la 50
mau ¢ du lugng bénh phdm dé dugc tién hanh
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nhuém hod mé mién dich. C6 10 ddu an o
khang thé biéu hién trong quéd trinh kiém tra
chitng duong/ d&m. Mdc dd bi€u hién (H score)
cta 10 khang thé dugc thé hién trong hinh 1 vdi
50 mau dugc du doan phan nhém bang md hinh
SVM va XGBoost.

Trong dd cd 4 dau an la SLAIN2, ADNP, SLK
va MARCKS cé su khac biét co y nghia thong ké
khi so sanh biéu hién vdi 2 phan nhédm du doan
bang mé hinh SVM (Hinh 3.6A). Tuy nhién phan
nhoém véi m6 hinh XGBoost chi c6 ADNP ¢ su
khac biét cé y nghia (Hinh 3.6B). Cac dau an nay
c6 ty 1& biéu hién trén téng s6 mau lan lugt la
30%, 90%, 86% va 50% vdi cac mic d6 khac
nhau véi diém s& H tir 10-300, trung binh la 27,
200, 125 va 25. Két qua cho thdy theo mé6 hinh
SVM, phdn nhém 1 tdng biéu hién SLAIN2,
ADNP, SLK va phadn nhém 2 t&ng bi€u hién
MARCKS, tuong Ung véi bi€u hién gen trén 2
phan nhdm & cac mau cd gidi trinh tu mRNA.?

Chirng dudng trong cac tiéu ban nhudm
SLAIN2 la bao tugng té bao cg thanh rudt, noi
chirng am la té bao gai niém mac binh thuGng.
SLAIN duong tinh khi bdt mau ndu & ving bao
tugng cla té bao ung thu, véi 4 mirc d6 nhudm:
khoéng bat mau nhudm (bao tuong ¢ mau xanh
clia hematoxylin); bat mau y&u (nhat han mau
nhudm bao tuong t€ bao cd thanh rudt); bat
mau trung binh (tudng dudng mau nhuém bao
tuong t€ bao cd thanh rudt) va bat mau manh
(dam hon mau nhudm bao tuong té€ bao co
thanh rudt).
A
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A. Phan b8 cac mau dugc dy doan phan
nhém bang md hinh SVM. B. Phan bd cac mau
dudc du doan phan nhom bang md hinh
§GBoost.
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Hinh 2: So sanh mirc dé biéu hién hod mé
mién djch cua SLAIN2, ADNP, SLK va
MARCKS

A. Phan nhom du doan theo md hinh SVM.
B. Phan nhom du doan theo mo6 hinh XGBoost
(ns: none significant, khac biét khong cé y nghia
thong k&, * p<0,05, ** p<0,01).

VGi ADNP, chirng duong dugc sir dung la té
bao biéu mé 6ng than, ndi chirng 4m la t& bao
gai niém mac binh thudng. ADNP bat mau nau &
nhan cua té bao, duong tinh ADNP dugdc danh
gia dua trén mau nhudém cla nhan, trong dé 4
mic dé nhuém tuong Ung dugc thé hién nhu
sau: khong bat mau nhuém (nhan té€ bao khéng
b4t mau ndu k& ca bao tudng cé bat mau hay
khdng); bdt mau yéu (nhat hon mau nhén cla
md chiing 1a t& bao biéu md &ng than); bat mau
trung binh (tuong dudgng mau nhan cla té bao
bi€u mé 6ng than) va bat mau manh (ddm hon
mau nhan cua t&€ bao biéu md 6ng than). Trén
cac tiéu ban c¢6 nhudm ADNP, biéu hién dudng
manh ADNP dugc tim thay & cac vung t€ bao
ung thu biét héa kém va vung biét hoa dang
day. Trong khi do, cdc vung suing hdéa dé ldng
dong khang thé, day khdng dugc xem la biéu
hién duong tinh ADNP (dugng tinh gid).

Tudng tu nhu ADNP, chiing t6i cling da khao
sat mot s6 mo chirng theo y van va protein atlas,
cho thay bao tuong cla t& bao biéu md cau than
la m6 chirng dugng dac hiéu cho SLK, ndi chiing
am cling la t€ bao gai niém mac binh thudng.
SLK bat mau ndu & ving bao tuong cla t€ bao
ung thu véi 4 mdic d6 nhudm: khong bat mau
nhudom (bao tuong c6 mau xanh cla
hematoxylin); bat mau yéu (nhat hon mau
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nhudm cuia bao tuang t& bao bi€u md ciu than),
bat mau trung binh (tuong dudgng mau nhuém
clia bao tuong t& bao biéu md ciu than) va bat
mau manh (ddm han mau nhudm cla bao tucng
t& bao biéu md cau than). SLK cling biéu hién
duong manh & vling té€ bao kém biét hda va té
bao u dang day.

DGi véi MARCKS, mo chirng duong dugc st
dung la dam rGi than kinh gilta cac I8p cg cua
thanh rudét. MARCKS bi€u hién duong & bao
tugng cla t€ bao ung thu, 4 mic d6 nhudm
tuong (ng la: khéng bat mau nhudm (bao tuong
c6 mau xanh cta hematoxylin); bdt mau yéu
(nhat han mau nhuém cia dam rGi than kinh
rudt), bat mau trung binh (tuong duong mau
nhudm cla dam r6i than kinh rudt) va bat mau
manh (dém hon mau nhudém cta dam r6i than
kinh rudt). Vung biét héa kém cd biéu hién
duong manh hon, tuy nhién nhitng ving md
hoai tr lai dé gay 1&ng dong khang thé. Hinh 3
thé hién biéu hién cla SLAIN2, ADNP, SLK va
MARCKS trén cac mau chifng dugng va mau mo
ung thu & phén nhém 1 va 2 dy doan theo md
hinh SVM.

A. Chung ducng

MARCKS

C. Phan nhém 2

SLAINZ ADNP

MARCIKS

Hinh 3: Biéu hién hod mé mién dich cua
SLAIN2, ADNP, SLK va MARCKS trén mau thudc
2 phdn nhom du’ doan theo mé hinh SVM

A. M6 chitng dudng cua SLAIN2, ADNP, SLK
va MARCKS, lan lugt la cg thanh rudt, 6ng than,
cau than va dam r6i than kinh rudt. B. Phan
nhém du doan 1. C. Phan nhdm du doan 2, scale
bar 100um. MOi mau moé ung thu cé hinh anh
nhudm H&E tuang Ung.

SU dung ngudng cat H score cutoff ddi vdi
SLAIN2 la 20, ADNP la 100, SLK la 70, MARCKS
ld 20 (yéu: bi€u hién yéu/khéng bi€u hién;
manh: biéu hién trung binh/biéu hién cao) ching
toi phan chia mic dd biu hién cac diu &n thanh
nhom biéu hién yéu va nhdm bi€u hién manh.
Khi so sanh maGi lién quan v&i 2 phan nhém du
doan bdi mo hinh SVM, két qua cho thay cd su
khac biét co y nghia thong ké (Bang 1). Két qua
cho thdy phan nhdm du doan 1 c6 ty Ié biéu
hiéu manh SLAIN2, ADNP va SLK cao haon phéan
nhém 2. Ngudc lai phan nhém 2 cé ty 18 biéu
hién manh MARCKS cao hon phan nhom 1. Chi
sd odds cho thdy biéu hién manh MARCKS cd
kha ndng gap 4,033 lan & phan nhém 2 so Vi
phan nhom 1. TUr cac két qua hoa mo mién dich,
két qua cho thay vdi mo hinh SVM, phan nhom 1
va 2 c6 dic diém biéu hién khac biét nhau. Phan
nhém 1 véi bi€u hién SLAIN2+, ADNP+++,
SLK++, MARCKS-; phan nhdm 2 vdi biéu hién
SLAIN2-, ADNP++, SLK+, MARCKS+.

Bang 1: Lién quan giifa biéu hién SLAIN2, ADNP, SLK, MARCKS va phén nhom bdi mé

hinh SVM
D&u &n Nhém biéu hién [Nhém biéu hién|Phan nhém béi| Gia tri p, ty s6 odds (khoang
yéu (1) manh (2) mo hinh SVM tin cay 95%)
SLAIN2 23 (67,6%) 11 (32,4%) Phan nhém 1 p=0,042
15 (93,8%) 1 (6,2%) Phan nhom 2 | Ty s odds 0,139 (0,016-1,194)
ADNP 1(2,9%) 33 (97,1%) Phan nhom 1 ] p<0,001
8 (50%) 8 (50%) Phan nhdom 2 | Ty s6 odds 0,03 (0,003-0,278)
SLK 7 (20,6%) 27 (79,4%) Phan nhém 1 p=0,015
9 (56,3%) 7 (43,7%) Phan nhom 2 | Ty s6 odds 0,202 (0,055-0,733)
MARCKS |22 (64.7%) 12 (35,3%) Phan nhom 1 p=0,027
5 (31,2%) 11 (68,8%) Phan nhém 2 | Ty s8 odds 4,033 (1,133-14,358)
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Phan tich sdong con cac phan nhom
OSCC. Phan tich s6ng con dugc thuc hién bdng
phu‘dng phap phéng van hodc_dién thoai trén
101 mau gidi trinh tw va 105 mau khdng c6 giai
trinh ty mRNA. Tuy nhién chi c6 47 mau/101
mau va 52 mau/105 cé phan hoi vé tinh trang
hién tai chiém [an Ilugt 46,5% va 49,5%. Cac
trudng hgp con lai khong lién hé du’qc hoac
khong dong y cung cap thong tin. K&t qua phan
tich cho thay khong cé su khac biét vé xac suat
song tich luy & phan nhém 1 va 2 ddi véi cac
mau co gidi trinh tu mRNA (Hinh 4A) véGi phép
ki€m log-rank (Mantel-cox) p>0,05 vGi biéu d6
Kaplan—Meier. Tuong tu, trén cac mau khong co
giai trinh tv mRNA, phan nhdém du doan bang
md hinh SVM va XGBoost cling khong cho thay
su khac biét vé xac suat song con tich luy (Hinh
4B, C). K&t qua nay co thé ly giai bdi ty 1& phan
hoi thap cling nhu thdi gian cia mau hdi clu
chua dd lau (2 nam).

A Mau giai trinh tw mRNA

—— Phéan nhém 1

1.0
%._. —— Phan nhém 2

0-5': Log-rank (Mantel-Cox) test
] p=0.6736

Xac suét sdng con

0.0 . . |
0 20 40 60

S6 thang
B Mau dw doan vé&i mo hinh SVM

1.03 —— Phan nhom 1

0.5
1 Log-rank (Mantel-Cox) test
p=0.0978

Xac suat sdng con

0.0 T T T 1
0 20 40 60 80

56 thang

Mau dw doan véi mé hinh XGBoost

—— Phé&n nhém 1

—— Phan nhém 2

Log-rank (Mantel-Cox) test

Xac suét séng con

p=0.3702

0.0 T T T 1
1] 20 40 60 0

S6 thang
Hinh 4: Phan tich song con

A. Trén 2 phan nhom cla cac mau co giai
trinh tv mRNA. B. Trén 2 phan nhém du doan
bang m6 hinh SVM clia cadc mau khéng co giai
trinh tv mRNA. C. Trén 2 phan nhém du doan
bang moé hinh XGBoost cla cac mau khong co
gidi trinh ty mRNA.
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IV. BAN LUAN

Nhifng dau hiéu nay, mac du mdi véi OSCC,
ddng vai tro quan trong trong nhiéu loai ung thu
khac, tdc ddng dang ké dén tién lugng, di can va
dadp (ng thudc. Tuy nhién, biu hién gen
(MRNA) chua dam bao biéu hién tuong ('ng cla
protein. Qua trinh dich ma tir mRNA dén protein
cling nhu su trudng thanh vé cau trdc va chirc
nang cua protein chiu anh hudng clda nhiéu yéu
td diéu hoa bdi cac tin hiéu sinh hoc khac nhau.
bdc biét doi véi mo ung thu cé qua trinh bién
duGng va sinh hoc khac biét. Nghién cltu trén 14
loai m6 khac nhau, cd md lanh va ung thu
(khdéng cb dir lieu OSCC) cho thdy mdc do tuang
quan cla biu hién gen (mRNA) va protein &
muc R=0.36-0.5 (thap - trung binh). Mac du viéc
do ludng bi€u mRNA c6 thé ti€n hanh bang cich
giai trinh tu va chi phi thap hon han khi do luGng
toan bd bi€u hién protein. Tuy nhién méi tuong
quan chua rd véi biéu hién mRNA dodi hdi phai cd
nghién clfu chuyén sau va riéng biét trén protein
néu mudn tién téi danh gia cac dau an sinh hoc
hay thudc trung dich. Nghlen cttu cling cho thay
néu dau an sinh hoc cd biéu hién mRNA tu’dng
quan cao V(i protein la tim ndng dé co the san
sang ho trg chan doan, diéu tri, tién Iu’dng Dai
vGi cac marker dugc dé xudt, hién chua cé thong
tin ddi véi OSCC. Két qua Kidm chiing trén cac
mau khong cd giai trinh tu gen cho thdy nhudm
hod mé mién dich 4 khang thé cd su' khac biét cd
y nghia gitta 2 phan nhém du doan bang mod
hinh SVM la SLAIN2, ADNP, SLK va MARCKS.
Bi€u hién cua 4 khang thé nay gibng vdi biéu
hién gen cta 2 phan nhém cé giai trinh tu. Cu
thé I1a phan nhdm 1 tdng SLAIN2, ADNP va SLK
con phan nhém 2 tdng MARCKS. DGi véi cac
khang thé con lai, két qua khong gidng cd thé do
qua trinh t6i uu hoa viéc nhuébm hoa mé mién
dich (vi tdt ca 1a nhitng khang thé chua/ hiém
dugc nhudm trén ung thu dau mat cd va khong
o tai Viét Nam trudc day). Ngoai ra qua trinh tlr
bi€u hién gen dén biéu hién protein chiu nhiéu
anh hudng bdi cac yéu t6 ndi, ngoai sinh nhu di
epigenetics, qua trinh trudng thanh, phan phai
protein, giai doan té€ bao. Nghién cltu nay dugc
thuc hién trén bénh nhan chua xa tri hodac hoa
tri, gilp danh gid dugc biéu hién cia d4u &n trén
ung thu nguyén phat, tir d6 cd thé tim hiéu dugc
tam quan trong ctla dau an mdi nay anh huéng
dén su khdi phat va tién lugng bénh nhan OSCC.

Trong nghién ctu nay, ty & cic ca c6 biéu
hién dugng tinh véi SLAIN2 chiém ty 1€ 30%.
Trong khi d6, ty 18 biu hién duong tinh vdi
ADNP 13 90%, ty I& nay cao han dang ké so vdi
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mot nghién ciu trén ung thu bang quang
(50%).” biéu nay cho thdy ADNP c6 biéu hién
manh trén mo6 niém mac miéng. Tuy nhién, theo
nghién clru vé ung thu bang quang, két qua
khdng co su khac biét vé tudi, gidi, nhung co su
khac biét cé y nghia vé giai doan T, giai doan N,
dd biét héa md hoc trong d6 nhém ¢ biéu hién
ADNP dugng tinh cho thdy mic do xam lan va
kém biét hda han. K&t qua nay c6 thé do biéu
hién manh haon cta ADNP trong m6 OSCC so vGi
mo ung thu bang quang, ADNP dugng tinh & ca
cac ca cd kich thudc khéi u nho, chua di can
hach trong OSCC. Da6i vdi két qua nhudm SLK, ty
lé SLK dugng tinh trong nghién clu clia ching
t6i la 86% cao han ty Ié SLK duaong tinh trong u
than kinh dém.®> Trong u than kinh dém, SLK c6
biéu hién manh hdn & nhdm cé kich thudc khdi u
I6n han (>4cm), mic d6 biét hda kém han va
SLK dugc cho la c6 lién quan dén su di chuyén
va xam |dn cuta t€ bao trong mo6 u nay. Ngudc lai
véGi bi€u hién cao ctia ADNP va SLK trong OSCC,
ty 18 biéu hién MARCKS dudng tinh trong nghién
clu clia chdng toi chi chiém 50%, két qua nay
cling tuong duong vai ty 1é biéu hién MARCKS
trong ung thu v dang viém.® Nhin chung, két
qua cac nghién clru da chiing minh vai trd quan
trong ctia cac dau an nay trong nhiéu loai ung thu
khac nhau, tuy nhién chua cé nghién clu nao
thuc hién trén OSCC. Nghién c(tu cla ching toi
budc dau da cho thdy nhitng biéu hién cac dau &n
nay thdng qua di liéu giai trinh tu va hinh anh
nhudém hda mé mién dich trén mé OSCC.

TU cd s dir lieu TCGA-HNSCC, trong bao
cao trudc day chung t6i da phan tich sdng con
tdng thé cua bénh nhadn ung thu dau mat cd
(HNSCC) v6i su két hgp biéu hién hodc biéu hién
gen bang cach st dung biéu do Kaplan—-Meier.?
Két qua chi ra vai tro khac nhau cla cac ddu an
mdi dudc dé xuét nay trong ung thu dau mat c6.
Bénh nhan biéu hién cao SLAIN2, ADPN cé tién
lugng t6t hon bénh nhan biéu hién cao MARCKS.
Pang chu vy, cac kiéu biéu hién gen riéng biét
cla chung phén biét 2 phan nhém véi cac vai tro
két hgp khac nhau trong su sdng con cla bénh
nhan HNSCC, cho thdy tiém nang cla ching
trong chién lugc diéu tri day hda hen vdi ung
thy dau mét cd va vung miéng. Trong dé
SLAIN2, ADPN co6 vai tro tich cuc khi tugng quan
dén ty I1& séng con tich Iu§ cao hon khi bi€u hién
cao cac marker nay. Ngugc lai bi€u hién cao
MARCKS cd xac suat song con tich luy thap han
dang k&. Piéu dé cho thdy phan nhdém ung thu
cla chdng toi cd tinh tin cdy cao, dac biét la mo
hinh SVM c6 kha ndng du doan tot phan nhom
OSCC dua vao cac dic diém ldm sang-md bénh

hoc. MARCKS la m6t thanh phan cla protein
kinase C nam & mang bao tudng va cé chic
nang nhu la actin filament crosslinking protein.
N6 cé vai trd quan trong trong viéc di dong cla
té€ bao, thuc bao, phan chia t€ bao. Chinh vi vay
ma mot s6 nghién clru cho thay vai trd quan
trong trong viéc di cdn va do ac tinh cda ung thu
phdi, ung thu vi, ung thu than.”® Can cd céc
nghién c(u tiép theo dé€ danh gia vai trd clia cac
dau an mdi nay dac biét la MARCKS d6i do ac
tinh va tién lugng OSCC.

Trong gidi han cla nghién cliu, cac dau an
sinh hoc méi dugc dé xudt can dugc xac thuc
thém trén s mau I6n hon dé xac nhan vai trd
cua chdng trong OSCC. Cac nghién clu chirc
nidng va thlr nghiém 1am sang la can thiét dé
thiét 1ap gid tri chdn doan va tién lugng cula
chiing. Cac phan nhém biéu hién gen va cac diu
an sinh hoc méi dudc dudc tim thdy cho thay
tiém nang trong viéc trd thanh cac muc tiéu cho
li€u phap gen va thudc tring dich cho cac nghién
clu ti€p theo.

V. KET LUAN

Nghién clru d& kiém chiing thanh cong bang
héa mdé mién dich (HMMD) biéu hién protein cuta
cc dau an sinh hoc tiém ndng cho ung thu biéu
mo t€ bao vay ving miéng (OSCC), von dugc dé
xudt tir phan tich biu hién gen va hoc may
truéc do. Bon dau an (SLAIN2, ADNP, SLK,
MARCKS) cho thay su’ khac biét bi€u hién protein
c6 y nghia thong ké gilta cac phdan nhém OSCC
duy doan bai m6 hinh SVM, phu hgp véi xu
hudng bi€u hién gen (Phdn nhém 1 ting
SLAIN2, ADNP, SLK; Phan nhém 2 tang
MARCKS). Két qua nay xac thuc tiém nang cla
bon dau dn nay trong viéc phan anh cac phan
nhom phéan t&r OSCC va cho thay tinh hitu dung
ctia mé hinh SVM trong viéc du doan ching dua
trén dir liéu 1dm sang-bénh hoc. Mac du phan
tich sdng con chua c6 y nghia do han ché vé
mau, cac dau an nay, dac biét la MARCKS, can
dugc nghién cltu sau han vé vai trd chic néng
va tién lugng trong OSCC. Can cac nghién cliu
xac thuc trén quy mé Ién hon dé khang dinh gia
tri i’ng dung 1am sang va tiém ndng diéu trij dich
cla cac dau an nay.
V1. LO1 CAM ON

Nghién cltu dugc tai trg kinh phi bdi S& Khoa
Hoc Cong Nghé Thanh Ph6 HO Chi Minh (DOST),
theo hgp dong s6 07/2022/HD-QKHCN va quyét
dinh 1038/QD-SKHCN. Cac tac gia cam két
khéng xung dét Igi ich tir két qua nghién cuu.
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PANH GIA SU THAY BOI HiNH THE MUI
SAU PHAU THUAT DAY LUI TIEN HAM

TOM TAT.

Muc tiéu: Danh g|a sur thay d6i hinh thé mii sau
phau thuat day IUi tién ham & bénh nhan Viét Nam
g6p phan hoan thién k& hoach diéu tri phau thuat tao
hinh xuang ham. DOi tugng va phudng phap
Nghién cltu can th|ep lam sang khong doi chu’ng trén
30 bénh nhan ni (18—45 tudi). Cac chi s6 hinh thé
mdi gdm sn-prn, n-sn, n-prn, géc mii — mdi va géc
tran — mii dugc do trudc va sau phau thuat 6 thang.
Két qua: Chiéu cao miii giam trung binh 3.75 mm,
chiéu dai mdi giém 2 mm. Goc mii — mdi tdng 11°,
goc tran — mii tang 4.5°. D6 nhd dau mdi_gidam nhung
khong cd y nghia thong ké. Két luan: Phau thuat day
Ui tién ham lam thay d6i dang ke h|nh the vung mdi,
dac biét la chiéu cao, chiéy dai va cac goc mii — m6i,

tran — mii. Tu‘ khoa. Phau thut day IUi tién ham,
G6c miii — méi, GOc trdn — mii, PO nho dau mii
SUMMARY

EVALUATION OF NASAL MORPHOLOGICAL
CHANGES AFTER ANTERIOR SEGMENTAL

OSTEOTOMY

Objective: To evaluate changes in nasal
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morphology following anterior segmental osteotomy in
Vietnamese patients, aiming to provide clinical data for
improving orthognathic surgical planning. Subjects
and Methods: A non-controlled clinical intervention
study was conducted on 30 female patients aged 18—
45. Nasal parameters including sn-prn, n-sn, n-prn,
nasolabial angle, and nasofrontal angle were
measured before and six months after surgery.
Results: Nasal height decreased by an average of
3.75 mm, nasal length decreased by 2 mm. The
nasolabial angle increased by 11°, and the nasofrontal
angle increased by 4.5°. The decrease in nasal tip
projection was not statistically  significant.
Conclusion: Anterior segmental osteotomy has a
significant impact on nasal morphology, especially in
terms of nasal height, nasal length, and the nasolabial
and nasofrontal angles. Keywords: anterior
segmental osteotomy, Nasolabial angle, Forehead-
nose angle, Nasal tip projection

I. DAT VAN DE

Xuang tién ham (Premaxilla), la phan xuong
phia trudc cla xugng ham, co chdc néng nang
dd cac rang cura, quan trong trong viéc dn nhai,
phat am va tham my khudn mét. Cat day Iui t|en
ham 13 phdu thuat day IUi phan nén Xerng [
rang trudc, giup diéu chinh tinh trang vau rang
va xuang qué mdic, nham cai thién tinh trang
moi khép khong kin, kho phat am, khd nhai do
vau xuong & rang qua muc [1]. Pong thdi lam
cho khuon mat hai hoa hon. Tuy nhién, do su
két no6i chat ché gilra xuong ham trén, nén mii



