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BIEU HIEN PDL-1 TRONG UNG THU TE BAO GAI HOC MIENG
Trwong Hai Ninh!, Nguyén Thi Hong?, Ping Huy Qudc Thinh3,

TOM TAT

Muc tiéu: Khao sat biéu hién ctia PD-L1 trong
ung thu té€ bao gai héc miéng (UTHM) va maGi lién
quan vgi lam sang, giai phau bénh, va su khang xa
theo doi sau 5 nam. Poi tugng va phuong phap:
Ngh|en Cu’u doan hé trén 157 bénh nhan UTHM tai
bénh V|en Ung erdu TP. HCM. Ghi nhan céc déc dlem
lam sang va qua trinh diéu tri trong ho s bénh an
Cét 1at mau benh pham da vui nén, nhuém HE va
nhuém hoéa mo m|en dich khang the khang PD-L1.
Theo ddi thdi gian song con khong tién trién (PFS)
trong 5 ndm. BGi v6i bénh nhan dugc xa tri véi tdng
lieu > 50 Gy, PFS < 2 nam dugc xem la khang xa, PFS
> 2 nam la cé dap ng xa. Ket qua: PD-L1 b|eu hién
trong 60,5% trudng hgp, co lién quan vai thdi quen
udng reru (p = 0024) it limpho bao trong budu
(p=0 049), nhung khong lién quan vdi cac dac diém
lam sang va g|a| phau benh khac. Buéu nguyen phat
dugng tinh vGi PD-L1 ¢ nguy cd khang xa gap
khoang 1,5 Ian (KTC 95%: 1,17-1,86) so vGi budu
nhudm PD L1 &am t|nh (p<0, 001) Két luan: Biéu hién
PD-L1 dudng tinh ¢4 thé 13 yéu t6 du bao kha nang
khang Xxa cua UTHM. Tor I{hoa. Ung thu héc m|eng,
biéu hién PD-L1, khang xa, s6ng con khdng tién trién.

SUMMARY

PD-L1 EXPRESSION IN ORAL SQUAMOUS

CELL CARCINOMA

Objectives: The aim of this study was to
characterise  the PD-L1  immunohistochemical
expression in oral cavity squamous cell carcinoma
(OSCC) and its association with clinicopathological
factors and radiotherapy response after 5-year follow-
up. Methods: A cohort study was conducted on 157
OSCC patients at Ho Chi Minh City Oncology Hospital.
Clinical characteristics and treatment history were
recorded from patient medical records. Paraffin-
embedded specimens were sectioned at a thickness of
4 um. We assessed the histopathologic grade of each
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case according to the Anneroth classification.
Immunohistochemical staining of archived tissue
samples was performed using anti-PD-L1 antibodies.
The progression-free survival (PFS) was monitored for
5 years. PFS less than 2 years in patients receiving a
radiation dose = 50 Gy was considered
radioresistance, while PFS > 2 years was defined as a
radiosensitivity. Results: PD-L1 expression was
observed in 60,5% of cases and was found to be
associated with alcohol consumption habits (p =
0,024), lower lympho-plasmacytic infiltration
(p=0,049), but not with other clinical or pathological
characteristics. Positivity for PD-L1 in primary tumors
was associated with a 1,5-fold increased risk of
radioresistance (95% CI = 1,17-1,86) compared to
PD-L1 negative staining (p < 0,001). Conclusion:
Positive PD-L1 expression may be a predictive factor of
radioresistance in OSCC.

Keywords: Oral squamous cell carcinoma, PD-L1
expression, radioresistance, progression-free survival.

I. DAT VAN DE

PD-L1 (Programmed Death Ligand 1) (Phéi
tir chét té€ bao theo lap trinh 1) la mot protein
xuyén mang, hién dién trén mang t€ bao cla cac
t€ bao mién dich va t&€ bao ung thu® cd chirc
nang diéu hoa quan trong trong cac phan Ung
mien dich qua trung gian t€ bao. Protein PD-L1
cd chirc nang guan trong trong viéc diéu hoa cac
phan u‘ng mien dich qua trung gian té bao. PD-
L1 biéu hién duong tinh trong nhiéu loai ung
thu356 . Khi PD-L1 gan vao thu thé PD-1 trén té
bao limph6é T sé& lam (c ché hoat dong cla té
bao T khién cho hé mién dich khdng thé tiéu diét
cac té bao ung thu, gitp t€ bao ung thu s6ng sot
va tang sinhl, Nhidu nghién cu cho thdy biéu
hién PD-L1 lién quan vGi mot s6 yéu t6 lam sang,
giai phau bénh cling nhu tién lugng clia ung thu
246, Cac nghién clru gan day da ching minh
rang biéu hién PD-L1 duong tinh lién quan véi
tinh trang khang xa8. Dung khéang thé khang PD-1
hodc PD-L1 sé Uc ché su lién két PD-L1/PD-1,
gilp t€ bao T dudc kich hoat va tan cong t€ bao
ung thu. Tuy nhién, dén nay, & Viét Nam chua co
nghién clfu khdo sat PD-L1/PD-1 trong UTHM.
Nghién c(fu nay dugc thuc hién véi cac muc tiéu
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sau: (1) xdc dinh ty 1@ biéu hién PD-L1 trong
UTHM; (2) phén tich mdi lién guan gida biéu hién
PD-L1 vdi Idm sang, gidi phau bénh cia UTHM;
(3) phén tich méi lién quan giia biéu hién PD-L1
Vi sur khang xa theo doi 5 nam cua UTHM.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

Nghién clu doan hé dugc ti€én hanh trén 157
bénh nhan dén kham tai Bénh vién Ung budu
thanh phGé HO Chi Minh tir thang 01/2016 dén
31/12/2017.

Tiéu chuan chon mau:

Bénh nhan du’dc chon vao mau nghién
ciru khi cé du cac yéu to sau:

-C64 chan doan 1am sang va giai phau bénh I3
carcindm t€ bao gai nguyén phat & hoc miéng.

-C6 chi dinh diéu tri triét d€ va c6 hd so
bénh an day du.

-M&u mé bénh pham vui nén c6 du thanh
phan khao sét giai phau bénh va hda md mién dich.

-béng y tham gia nghién cu.

Tiéu chi loai trir: khi c6 moét trong
nhirng yéu to sau:

- Ung thu noi khac lan dén hay di can dén
hoc miéng.

- Ung thu d3 phau thuat, xa tri hodc hda tri
trudc do.

Phuong phap nghién ciru. Véi cac bénh
nhan chon dugc, ching toi

- Thu thap, ghi nhan cac dir liéu lam sang
trong h0 s¢ bénh an. Giai doan TNM dudc ghi
nhan theo AJCC 7.

- C4t 14t mau mo bénh pham da vui nén,
nhudm HE va danh gia 6 thong s6 vé do ac tinh
(grade) m6 hoc theo phéan loai cla Anneroth
19877. Cat lat md bénh pham véi d6 day 4 pm va
thuc hién quy trinh nhudém hda mé mién dich tai
B6 mon Giai phau bénh, Pai Hoc Y Dugc Thanh

phd H6 Chi Minh, véi khdng thé don dong
ab205921 —PD-L1 RabMAb® antibody (clone 28-
8). Mlrc dd biéu hién cia PD-L1 trén mang té
bao ung thu dugc ghi nhdn & 2 mic do: 0
(khong nhuém), 1 (1 - 100%)2 Két qua dua trén
su dong thuan cua 2 bac si g|a|phau bénh khong
biét cac yéu to lam sang cia mau nghién clu.

- Bénh nhan dugc diéu tri theo phac do
thuGng quy cla Bénh vién Ung budu TP.HCM.
Ghi nhan cac can thlep diéu tri, theo ddi dap u’ng
va ghi nhan thdi diém tai phat (tai chd, tai viing
hodc di cdn xa) (néu cd), théi diém tir vong (néu
c6) qua ho sd tai kham va goi dién thoai. Thdi
gian theo doi cla tdt ca cac truGng hgp la 5
nam. DGi véi truGng hgp da diéu tri xa tri > 50
Gy, PFS < 2 nam dudc xem la khang xa, PFS > 2
nam la dap U'ng xa°.

- Nhép va phén tich di liéu bdng phan mém
Excel va SPSS 25.0. Mdi lién quan dugc xem la
cd y nghia théng ké khi p < 0,05.

Ill. KET QUA NGHIEN CU'U

1. Biéu hién PD-L1 trong ung thu hédc
miéng. Nghién clru thu thadp dugc 157 trudng
hgp ung thu hdc miéng nguyen phat. Nhuom
héa md mién dich cho két qua PD-L1 bi€u hién
duang tinh trong 95 ca UTHM, chiém ty |é 60,5%
(Bang 1).

2. Lién quan giira biéu hién PD-L1 véi
Iam sang, gidi phau bénh cia UTHM. Ung
thu hoc miéng thudng gap & nam giGi (78,3%),
ngudi co thdi quen hut thubc (46,5%) hay uéng
rugu (33,8%), vi tri & IuGi (57 3%), co dang choi
sti dan thuan (35%) va két hgp sui loét
(39,5%), & giai doan tré (73,9%). Ti |é biéu hién
PD-L1 trong nhém c6 thdi quen udng rugu
(73,6%) cao han trong nhdm khong udng rugu
(53,8%) cd y nghia thong ké (p=0,024) (Bang 1).

Bang 1: Méi lién quan giifa biéu hién cua PD-L1 vdi IAm sang cua UTHM

Tong PD-L1
S0 ca (%) Duong tinh Am tinh P
Tudi 0,058¢
Trung binh 53,5 (£10,8) 54,8 (£10,9) 51,5 (£10,36)
Gidi tinh 1,000 @
Nam 123 (78,3) 74 (60,2) 49 (39,8)
NT 34 (21,7) 21 (61,8) 13(38,2)
Hat thuoc 1,000 @
Khéng 84 (53,5) 51 (60,7) 33 (39,3)
) 73 (46,5) 44 (60,3) 29 (39,7)
uong rugu 0,024°
Khéng 104 (66,2) 56 (53,8) 48 (46,2)
) 53 (33,8) 39 (73,6) 14 (26,4)
Vi tri 0,476 P
LuGi 90 (57,3) 56 (62,2) 34 (37,8)
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San miéng 31 (19,7) 20 (64,5) 11 (35,5)
NuBu rang 25 (15,9) 12 (48,0) 13 (52,0)
Niém mac ma 8 (51) 6 (75,0) 2 (25,0)
Hau ham 3(1,9) 1(33,3) 2 (66,7)
Dang lam sang 0,579°?
Choi sui 55 (35,0) 30 (54,5) 25 (45,5)
Loét 18 (11,5) 13 (72,2) 5 (27,8)
Tham nhiém ciing 22 (14,0) 13 (59,1) 9 (40,9)
Két hgp 62 (39,5) 39 (62,9) 23 (37,1)
cT 0,620 @
CT1-cT2 64 (40,8) 37 (57,8) 27 (42,2)
cT3-cT4 93 (59,2) 58 (62,4) 35 (37,6)
cN 0,740 @
Khéng 96 (61,1) 57 (59,4) 39 (40,6)
) 61 (38,9) 38 (62,3) 23 (37,7)
cTNM 0,578 @
I-11 41 (26,1) 23 (56,1) 18 (43,9)
TI-1IV 116 (73,9) 72 (62,1) 44 (37,9)
Tong 157 (100) 95 (60,5) 62 (39,5)

a; Kiém dinh Chi binh phuong, °: Kiém dinh chinh xac Fisher, ©: Kiém dinh Mann-Whitney

Ti 1& bi€u hién PD-L1 duong tinh trong nhdm ung thu vira/it lymphd bao (62,1%) cao han trong
nhom giau lymphé bao (37,9%) c6 y nghia théng ké (p=0,049) (Bang 2).

Bang 2: Lién quan giiia biéu hién PDL-1 vdi gidi phau bénh cua UTHM

Tong PD-L1
n (%) Duong tinh Am tinh P
Buéu nguyén phat (pT) 0,182
pT1-pT2 44 (34,4) 23 (52,3) 21 (47,7)
pT3-pT4 84 (65,6) 55 (65,5) 29 (34,5)
Di can hach (pN) 0,100 @
Khong 56 (43,8) 39 (69,6) 17 (30,4)
c6 72 (56,3) 39 (54,2) 33 (45,8)
pTNM 1,000 @
Giai doan I-II 16 (12,5) 10 (62,5) 6 (37,5
Giai doan III-1V 112 (87,5) 68 (60,7) 44 (39,3)
Tong 128 (100) 78 (60,9) 50 (39,1)
Grad mo hoc 1,000 @
Grad 1 81 (51,6) 49 (60,5) 32 (39,5
Grad 2-3 76 (48,4) 46 (60,5) 30 (39,5)
PO sirng hoa 0,247 @
Cao 93 (59,2) 60 (64,5) 33 (35,5)
Trung binh/it 64 (40,8) 35 (54,7) 29 (45,3)
Di dang nhan 0,2197
it 72 (45,9) 45 (62,5) 27 (37,5)
Trung binh 71 (45,2) 39 (54,9) 32 (45,1)
Nhigu 14 (8,9) 11 (78,6) 3(21,4)
S0 phan bao 0,8092
0-1 108 (68,8) 65 (60,2) 43 (39,8)
2-3 41 (26,1) 26 (63,4) 15 (36,6)
> 4 8 (5,1) 4 (50,0) 4 (50,0)
Ki€u xam lan 0,497 @
D3y 44 (28,0) 27 (61,4) 17 (38,6)
Nhom >15 té€ bao 45 (28,7) 24 (53,3) 21 (46,7)
<15 t€ bao 68 (43,3) 44 (64,7) 24 (35,3)
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PO xam lan 0,418 @

D&n mb6 dém niém 32 (20,4) 17 (53,1) 15 (46,9)
DPén tuyén nudc bot

co/xuang 125 (79,6) 78 (62,4) 47 (37,6)

Tham nhap lympho bao 0,049 °
RO, lién tuc 70 (44,6) 36 (37,9) 34 (54,8)
Vira/it/khong 87 (55,4) 59 (62,1) 28 (45,2)
Tong 157 (100) 95 (60,5) 62 (39,3)

a; Kiém dinh Chi binh phuong

Trong s6 157 ca UTHM, c6 128 ca (80,1%)
dudc diéu tri phau thuat (don thuan hay két hgp
xa tri) va cho két qua gidi phau bénh cta hach
cd (pN). K&t qua hach cd di c&dn pN(+) & 72 ca,
chiém ti 1& 56,3%. Ti |é biéu hién PD-L1 trong
nhém khong di can hach (39 ca; 69,6%) va
nhém di can hach (39 ca; 54,2%) khac nhau
khdéng co6 y nghia thong ké (p=0,100) (Bang 2).

3. Lién quan giita mo thirc diéu tri va
bi€u hién PD-L1 véi dap (rng xa tri. VGi 157
ca UTHM dugc theo doi, c6 127 ca hoan tat xa tri
tr 50Gy tré Ién, 25 ca xa tri dudi 50 Gy hoac

phau thuat don thuan va 5 ca ti chdi diéu tri.
Trong 127 ca trén, 96 ca (75,6%) dugc phau
thuat két hgp véi xa tri, 31 ca (24,4%) xa tri don
thuan hodc két hgp hda tri, theo ddi cho két qua
29 ca (22,8%) dap Ung xa tri. Ty Ié khang xa
khd cao chiém 77,2%, & nhdm xa tri két hdp
phau thuat (74%) cling nhu & nhdm xa tri don
thuan hay xa két hgp hoda tri (87,1%) (p=0,148).

Phan tich méi lién quan gilta biu hién cla
PD-L1 va dap Ung xa tri cho thdy, ung thu
nguyén phat dudng tinh v&i PD-L1 c6 nguy co
khang xa gap 1,5 lan so vé&i ung thu nhuém PD-
L1 am tinh (p<0,001) (Bang 3).

Bang 3: Lién quan giira diéu tri va biéu hién PDL-1 vdi su’ dip irng xa tri

Tong Pap &'ng xa
n (%) Khang xa | Pap ('ng xa P RR (KTC 95%)
Phac do diéu tri
Phau-Xa 96 (75,6) | 71 (74,0) 25 (26,0) 0,148° | 0,85 (0,71 - 1,02)
Cac mb thiic | 31 (24,4) | 27 (87,1) 4(12,9) 1
khac co xa tri
PD-L1
Ducng tinh | 74 (58,3) | 66 (89,2) 8 (10,8) <0,001° | 1,48 (1,17 - 1,86)
Amtinh | 53 (41,7) | 32 (60,4) 21 (39,6) 1
Téng 127 (100)| 98(77,2) | 29 (22,8)

a; Kiém dinh Chi binh phuong

IV. BAN LUAN

Xac dinh biu hién cta PD-L1 trén ung thu
nguyén phat 1a cd sd ban dau dé€ Iva chon liéu
phap mien dich mang tinh cad nhan hda. Ngoai
Nivolumab da dugc FDA chdp thuan nam 2018,
tir nam 2019 cd thém Pembrolizumab la thudc
don tri liu dugc chi dinh dau tay cho ung thu
dau cd tai phat va di cdn c6 PD-L1 duong tinh
(CPS>1)!, K&t qua cho thdy ti 1& biéu hién PD-L1
trong UTHM & nudc ta la 60,5%, tudng tu ti 1€
65% trong nghién clfu clua Maruse va c.s.
(2018). Trong mét nghién clu phan tich gop
clia Lenouvel va c.s. (2020), ti 18 biéu hién PD-L1
trong UTHM thay ddi tir 18% dén 96%°. Su' khac
biét nay c6 thé do mau nghién ctu khac nhau va
phudng phap xac dinh diém cdt duang tinh trén
mau nhudém hdéa moé mien dich chua théng nhat
(1%, 5%, 10%).

Vé méi lién quan gilta PD-L1 vGi lam sang,
gidi phau bénh trong UTHM, nghién clu phéan
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tich gop 26 nghién cltu dugc chon loc cho thay
ty 1& bi€u hién PD-L1 & nif cao han nam cd y
nghia (OR=0,69, KTC 95%=0,53-0,91)5. Tuy
nhién, nghién clru cla chdng t6i ghi nhan ti Ié
PD-L1 duong tinh & nir (62,9%) va & nam
(60,2%) tuong tu nhau (p>0,05). Biéu hién PD-
L1 lién quan cé y nghia véi théi quen udng rugu
(p<0,05) nhung khong lién quan véi cac yéu to
ldam sang va grad mé hoc cla UTHM (p>0,05).
biéu nay cling phu hop véi két qua phan tich
gdp cho thay khéng cé méi lién quan gitra biéu
hién cta PD-L1 vdi tudi, cT, cN, grad md hoc,
ngoai trir giai doan TNM la cd mai lién quan®.
MGi lién quan gitta bi€u hién cua PD-L1 véi thoi
quen nguy cd nhu hit thu6c, udng rugu cd két
qua khong théng nhat giira cac nghién clru va cd
ché cling chua dugc lam rg*6.

Cac té€ bao Ilimphd xam nh3ap budu
(Tumour-infiltrating lymphocytes -TIL) la mot
thanh phan quan trong trong dap (rng mién dich
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clia cd thé khi xudt hién ung thu. Tuy nhién, té
bao ung thu ¢ thé né tranh bang cach lién két
v6i thu thé trén t& bao lymphd dé bat hoat chirc
nang cua chudng. Nghién clru cta chdng téi ghi
nhan ty 1€ xam nhap limph6é bao giam & cac
budu PD-L1 dudng tinh (p<0,05) gidng vdi xu
hudng ti 1€ lymphd xam nhdp budu thap han
dugc tim thay trong UTHM duang tinh véi PD-L1
& mot sd nghién clu khac*. Biéu nay cé thé cho
thdy réng tucng tac PD-1/PD-L1 cd thé c ché
su’ hoat hda t€é bao T trong vi méi truGng budu.
Tuy nhién, cling c6 mot s6 nghién c(fu nhan thay
sU' gia tang xam nhap cla cac t€ bao T trong
UTHM véi bi€u hién duang tinh ctia PD-L16.

Vai tro cta PD-L1 vdi tién lugng s6ng con
UTHM trudc day chua thGng nhat. Gan day,
nghién cltu gdp cho thdy biéu hién PD-L1 trong
ung thu nguyén phat khong lién quan dén sdng
con toan bo, song con khong bénh cla UTHME,
Trong nghién cu nay, chdng t6i tim thay mai
lién quan cé y nghia (p<0,001) giita biéu hién
duong tinh cta PD-L1 véi su khang xa cua
UTHM. D€ giam céc yéu t8 nhiéu trong phéan tich,
chdng t6i chi chon nhitng truGng hgp xa tri day
du lieu > 50Gy. Két qua cho thay PD-L1 dudng
tinh la mot yéu t6 nguy cd clia su’ khang xa. Nhan
dinh nay tuong tu nghién cliu & cac ung thu khac
nhu ung thu c6 tir cung®. K&t qua nay cling dugc
ki€m ching bdi nghién c(tu trén mé hinh cho thay
céc t& bao khang xa c6 biéu hién PD-L1 tdng Iéns.
Tuy nhién, két qua nay khac véi mot s6 nghién
cltu 6 ung thu dau cd. Biéu hién PD-L1 dudng tinh
trén t€ bao ung thu c6 mai lién quan gan véi mac
c6 y nghia (p=0,057) véi dap ing hoan toan cua
ung thu khi xa tri, thé hién ti 1& dap (ng hoan
toan cao haon ti 1€ khong dap (ing hodc dap Ung
mot phan3.

Mdc du két qua chua théng nhat gilta cac
nghién cltu nhung phat hién nay cho thdy biéu
hién PD-L1 c6 lién quan dén khang xa trong doan
hé dugc nghién clru. K& qua nghién clru c6_y
nghia trong viéc nhdm dén muc tiéu dudng dan
truyén PD-1/PD-L1 c6 thé vugt qua tinh trang
khang xa va tir d6 c6 thé phéi hap xa tri v6i mién
dich liéu phap dé cai thién két qua diéu tri.

bay la nghién clu dau tién tai Viét Nam vé
biéu hién cia PD-L1 trong UTHM va mdi lién
qguan vdi tinh trang khang xa theo d6i 5 nam.
Nghién clru cé mot s6 han ché nhat dinh. Trong
khudn khd nghién clru nay ching t6i khéng thu
thdp va nhudém hoa moé mien dich cla mau mo

ung thu tai phat, vi vy chua thé so sanh cac dic
diém cla mé ung thu nguyén phat da bao cao &
trén véi mo tai phat, cling la diéu ma it nghién
cltu trong y van thuc hién.

V. KET LUAN

Biéu hién PD-L1 dudng tinh (TPS >1) chiém
ti 1€ kha cao (60,5%) trong UTHM, lién quan vGi
théi quen udng rugu, giam lympho bao trong vi
moi trudng budu, dic biét co thé la yéu t6 nguy
cd khang xa. Can ti€p tuc nghién citu ng dung
trong diéu tri xa tri phdi hgp vdi liéu phap mien
dich dé thoat khdi tinh trang khang vdi xa tri cla
UTHM c6 biéu hién PD-L1.
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