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Mai lién quan giira nong do sPD-L1 huyét twong véi cac
dac diem mo bénh hoc va chi so can lam sang & bénh
nhan ung thw biéu mo tuyén dai truc trang

Association of plasma sPD-L1 concentration with clinicopathological
features in colorectal adenocarcinoma patients
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Tom tat

Muc tiéu: Md ta mai lién quan gilta ndbng dé sPD-L1 huyét tuong véi cac dac diém lam sang va
can lam sang & bénh nhan ung thu biéu mé tuyén dai truc trang. Béi tuong va phuong phdp: Nghién
cliu mo ta cdt ngang c6 nhém ddi ching trén 50 bénh nhan ung thu biéu mé tuyén dai truc trang
va 30 bénh nhan polyp u tuyén dai truc trang loan san biéu mé do6 thap, dugc chan doan tai Khoa
Gidi phau bénh - Bénh vién Trung uong Quan doi 108. K&t qud: Tubi trung binh ctia nhém bénh
nhan ung thu biéu mé tuyén dai truc trang nghién ctiu 1a 65,64 (+ 10,68) chiém nhiéu nhat la nhém
50 - 69 tudi (56%), ty 1& mac & nam cao han n(, hay gap & dai trang phai va chi yéu c6 muiic dé biét
hod vira. Néng dé sPD-L1 trung binh cia nhém bénh nhan ung thu biéu mé tuyén dai truc trang la
89,59 + 29,21pg/mL, cao hon cé y nghia so véi nhém bénh nhan polyp u tuyén dai truc trang loan
san bi€éu mé do thap. Khong cé su khac biét dang ké vé ndng dé sPD-L1 trung binh gitta nam va n,
cac nhém tudi, cac giai doan va muc doé biét hod. Khéng c6 méi tuong quan gitta néng dd sPD-L1
vGi néng do CEA, s lugng bach ciu va tudi ciia bénh nhan. Két lugn: Nong dé sPD-L1 huyét tuang
tang c6 y nghia & bénh nhan ung thu biéu mé tuyén dai truc trang so véi nhém polyp u loan san
bi€u m6 doé thap véi AUC 0,771 va dd dac hiéu 90%, cho thay tiém nang clia sPD-L1 nhu mét dau an
sinh hoc b trg chan doan va tién luong.

Ttrkhod: Ung thu biéu mé tuyén dai truc trang, ung thu dai truc trang, sPD-L1.

Summary

Objective: To describe the relationship between plasma sPD-L1 concentration and other clinical
and paraclinical characteristics in patients with colorectal adenocarcinoma. Subject and method:
Cross-sectional comparative study; 50 patients with colorectal adenocarcinoma and 30 patients
with low-grade dysplastic colorectal adenoma polyp, diagnosed at the Department of Pathology -
108 Military Central Hospital. Result: The mean age of the colorectal adenocarcinoma patients
studied was 65.64 (+10.68), with the highest prevalence in the 50-69 age group (56%), with a higher
incidence in men than in women, often occurring in the right colon and mainly with moderate
differentiation. The mean sPD-L1 concentration of the colorectal adenocarcinoma patient group
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was 89.59 + 29.21pg/mL, significantly higher than that of the colorectal adenomatous polyp patient
group with low-grade epithelial dysplasia. There was no significant difference in the mean sPD-L1
concentration between men and women, age groups, stages and differentiation levels. There was
no correlation between sPD-L1 concentration and CEA concentration, white blood cell count and

patient age. Conclusion: Plasma sPD-L1

levels were significantly elevated in colorectal

adenocarcinoma compared with low-grade dysplastic adenoma, with an AUC of 0.771 and 90%
specificity, suggesting that sPD-L1 may serve as a complmentary biomarker for diagnosis and

prognosis in colorectal cancer.

Keywords: Colorectal adenocarcinoma, colorectal cancer.

I. DAT VAN DE

Ung thu dai truc trang (UTDTT) la ung thu
dudng tiéu héa phé bién nhat va la ganh nang suc
khoe toan cau. Nam 2022, UTDTT la loai ung thu
phd bién thu ba trén thé gidi (gan 2 triéu ca mac
m&i) va la nguyén nhan gay ti vong do ung thu
ding hang thu hai (hon 900.000 ca tir vong) .
Phan I6n s6 ca UTDTT la ung thu biéu mé tuyén
(UTBMT), trong d6 chli yéu UTBMT thong thudng,
sau d6 la UTBMT nhay va UTBMT rang cua. 2 Hién
nay da co nhiéu phuang phéap co6 thé phat hién
tién UTDTT qua tham kham va cac xét nghiém
sang loc. Nh& d6 da tam soat UTDTT mot cac
hiéu qua trong nhitng nam gan day. Cung vdi su
phat trién cta Y hoc, viéc diéu tri UTDTT cing
dat nhiéu tién bé trong nhiing nam tra lai day -
liéu phap mién dich la mét phuong phap tién bd
trong diéu tri ung thu, bao gébm ca UTDTT °.

PD-L1 (Progammed Death Ligand 1 - Phéi tu
chét theo té bao lap trinh 1) la mot protein xuyén
mang trén bé mat cac té bao mién dich va té bao
ung thu, ching c6 chidc nang quan trong trong
viéc diéu hoa phan ting mién dich qua trung gian
té€ bao bdng cach gan vao thu thé PD-1 trén té
bao lympho T, Uic ché hoat dong ctia lympho T. TU
dé, con dudng PD-1/PD-L1 la co ché chinh dugc té
bao ung thu si dung dé trén thoat hé théng mién
dich, tao diéu kién cho khéi u phat trién. Con
dudng tin hiéu PD-1/PD-L1 la trung tam trong liéu
phap mién dich ung thu, cac khang thé khang PD-
1 va PD-L1 da dugc Cuc Quan ly Dugc phdm Hoa
Ky (FDA) phé duyét va dugc ting dung trong diéu
tri nhiéu loai ung thu, nhitng nghién ctru gan day
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cho thay protein nay con dong mot vai tro da dién
trong su tién trién cda ung thu. Néng d6 PD-L1
hoa tan (sPD-L1) dugc cho rang cé lién quan dén
muc d6 nghiém trong cla bénh, dac diém lam
sang, dap ung diéu tri *°. Vi vay, viéc tim ra moi
lién quan cda ndng dé sPD-L1 véi cac dac diém
bénh hoc cla bénh nhan la can thiét dé tién
luong bénh va kha nang dap Ung diéu tri tu do
xay dung chién lugc diéu tri pht hgp cho bénh
nhan UTDTT. Tu dé, ching téi tién hanh nghién
ctru: “Méi lién quan néng do sPD-L1 huyét tuong
vdi dac diém mé bénh hoc va cac chi s6 can lam
sang & bénh nhan ung thu biéu mé tuyén dai truc
trang tai Bénh vién Trung uong Quan doi 108”.

Il. DOI TUONG VA PHUOGNG PHAP

Thiét ké nghién ctu: Nghién cliu mo ta cat
ngang c6 d6i ching dugc thuc hién trén 50 bénh
nhan ung thu biéu moé tuyén dai truc trang
nguyén phat va 30 bénh nhan polyp u tuyén dai
truc trang loan san bi€éu mé6 dé thap, dugc chan
doan tai Khoa Giai phau bénh - Trung tam Xét
nghiém, Bénh vién Trung uong Quan doéi 108,
trong giai doan tU thang 1/2018 dén thang
4/2020.

Tiéu chudn lua chon: Bénh nhan dugc chan
doan mo bénh hoc la UTBMTDTT nguyén phat, cé
du thé tich huyét tuong truéc khi diéu tri dé tién
hanh phan sPD-L1 va dong y tham gia nghién ctu.

Tiéu chudn loai tro: Cac trudng hop da dugc
diéu tri va/hoac xa tri tién phau; déng mac cac
bénh ung thu khac, cic bénh viém nhiém
cap/man tinh hoac bénh tu mién.
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Phuong phap dinh lugng sPD-L1: Nong d6
sPD-L1 huyét tuong dugc xac dinh bang ky thuat
ELISA si dung bé kit Human PD-L1 SimpleStep
ELISA® (ab277712, Abcam, Hoa Ky). Mau dugc bao
quan & -80°C, chi ra déng mot lan, phan tich theo
hudng dan cla nha san xuat trén may doc quang
EIx808 (BioTek, Hoa Ky).

Phan tich mo6 bénh hoc: Cac tiéu ban nhudm
H&E dugc hai bac si gidi phau bénh doc lap danh
gia lai, phan loai theo hé thong TNM (AJCC/UICC
8th edition).

DPao duc nghién ciu: Dé tai dugc su cho phép
cla Hoi dong khoa hoc va Ban Giam d6c Bénh

Ill. KET QUA

vién Trung uong Quan doi 108 va sy thong qua
cla Hoi dong cham dé cuong Trudng Dai hoc Y
Ha Noi trudc khi tién hanh nghién ciu.

Xt ly sé ligu: SO liéu dugc xi ly bang phan
mém SPSS 26.0. Kiém tra phan phéi bang
Shapiro-Wilk; cac bién phan phdi chuan dugc so
sanh bang t-test hoac ANOVA, bién khong chuan
bang Mann-Whitney hoac Kruskal-Wallis. Tuong
quan dugc danh gia bang hé sé Pearson hodc
Spearman. Dé chinh xac chan doan dugc xac dinh
bang ROC vai chi sé AUC va khoang tin cay 95%
(Cl 95%). Biém cét chon theo chi s6 Youden. Muic
y nghia théng ké p<0,05.

3.1. Ddc diém chung cia nhém bénh nhén nghién ciru.

Nghién cttu dugc tién hanh trén 50 bénh nhan UTBMTDTT va nhém ching la 30 bénh nhan polyp u
tuyén dai truc trang loan san biéu mé do thap véi do tudi lan luot 1a 65,64 (+10,68) va 58,30 (+10,32).

Bang 1. Dac diém tudi, gidi, giai doan bénh, muiic d6 biét hoa, vi triu
cta nhém bénh nhan ung thu biéu mé tuyén dai truc trang

Dac diém S6 lugng (n) Tylé %
<50 4 8
Nhom tudi 50-69 28 56
>70 18 36
Nam 26 52
Gidi tinh
NG 24 48
I/ 32 64
Giai doan
/v 18 36
Pai trang phai 24 48
Vitriu Dai trang trai 15 30
Truc trang 11 22
Kém 5 10
Muic d0 biét hoa Via 44 88
Cao 1 2
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Nhdn xét: UTBMTDTT ¢6 ty 1é mac & nam la 52%, ty |é nam/n(t khoang 1,1:1 cao hon & nit (48%), hay
gap & do tudi 50 - 69 (56%). Pa s6 u & dai trang phai (48%), biét hoa viia vai 88% va chid yéu & giai doan
-1l (64%).

Bang 2. M6t sé dac diém can lam sang
cGia nhém bénh nhéan ung thu biéu mé tuyén dai truc trang

Chisé Cé&mau Trung vi (Khoang t& phan vi)
WBC (G/L) 50 7,72 (6,74 - 8,89)
CEA (ng/mL)’ 39 2,97 (1,86 - 3,34)

*Trung vi (Khodng tu phan vi)

Nhan xét: S6 lugng bach cau & nhom bénh nhan UTBMTDTT trong nghién clu ¢6 trung vi la 7,72
(6,74 - 8,89) G/L; néng dd Carcinoembryonic antigen (CEA) & nhém nay c6 trung vi la 2,97 (1,86 - 3,34)
ng/mL.

3.2. Néng dé sPD-L1 & nhém bénh nhén ung thu biéu mé tuyén dai truc trang
3.2.1.N6éng dé sPD-L1 trung binh giita cdc nhém bénh nhan nghién ciru
So sanh nong do sPD-L1 huyét tuong gilta cadc nhdm

p = 0,003
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Biéu dd 1. Nong do sPD-L1 (pg/mL) trung binh gitta nhém bénh nhan UTBMTDTT
va nhom bénh nhan polyp u tuyén dai truc trang loan san biéu mé dé thap.
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Nhdn xét: Nong do sPD-L1 trung binh & nhém UTBMTDTT la 89,59 + 29,21pg/mL; cao hon cé y
nghia so vGi néng do sPD-L1 trung binh & nhém polyp u tuyén dai truc trang loan san biéu mé dé thap
(69,54 = 11,32pg/mL) (p = 0,003 < 0,05).

3.2.2. Gid tri sPD-L1 (pg/mL) theo cdc phdn nhém ddc diém bénh hoc trén bénh nhén ung thu biéu mé

tuyén dai truc trang

Bang 3. Nong dd sPD-L1 trung binh giira cic phan nhém dac diém bénh hoc

Pac diém Phan nhém Mean = SD p
<50 76,8 + 28,29
Nhém tudi™ 50-69 87,92 £ 26,55 0,486
>70 95,03 £ 33,52
) Nam 90,91 +£32,73
Gidi tinh 0,741
N 88,15+ 25,46
/11 92,47 £ 32,95
Giai doan 0,289
/v 84,46 + 20,85
Dai trang phai 90,63 + 23,65
Vitriu™ Dai trang trai 80,58 + 23,91 0,202
Truc trang 99,58 + 43,10
Kém 91,42 £ 19,07
Muc d6 biét hoa* 0,884
Vua/cao 99,38 + 30,28
*Kiém dinh T-test
**Kiém dinh ANOVA

Nhdn xét: Trong nhém bénh nhan UTBMTDTT: Khong ghi nhan khac biét dang ké vé néng dé sPD-
L1 theo gidi tinh, nhém tudi, vi tri u, giai doan hay muc dé biét hoa.

3.2.3. Méi tuong quan gidta néng dé sPD-L1 vdéi cdc ddc diém Iam sang va can lam sang khdc cia nhém
bénh nhan ung thu biéu mé tuyén dai truc trang

Bang 4. Tuong quan giita néng dé sPD-L1 véi tudi
va cac chi sé can lam sang & bénh nhan UTBMTDTT

Dac diém Hé sé tuong quan Spearman (p) véi sPD-L1 p
Tubi’ 0,263 0,065
CEA’ -0,195 0,235
WBC" 0,003 0,984
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*Strdung tuong quan Spearman

Nhdn xét: Néng d6 sPD-L1 huyét tuang khéng cé méi tuong quan vdi cac dac diém tubi, ndng do
CEA va sé lugng bach cau trén nhém bénh nhan UTBMTDTT dugc nghién clu.

3.2.4. Gid tri chdn dodn cta néng dé sPD-L1

ROC Curve
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Bi€u d6 2. Phan tich dudng cong ROC gia tri chan doéan ctia néng d6 sPD-L1
khi so sanh nhém UTBMTDTT v&i nhém polyp.

Bang 5. Gia tri chan doan cia néng dé sPD-L1 st dung phan tich duéng cong ROC

Dién tich duéi dudng cong (AUC) 0,771
P 0,000
Khoadng Cl95% 0,667 - 0,876
Diém cét (pg/mL) 82,35
D6 nhay 68%
D6 dac hiéu 90%

Nhdn xét: Phan tich ROC cho thdy néng dé
sPD-L1 c6 kha ndang phan biét véi polyp dai truc
trang & muc chap nhan dugc (AUC = 0,771) va cb
y nghia théng ké; gia tri diém cat 82,35pg/mL; do
nhay 68%; d6 dac hiéu 90%.

IV. BAN LUAN

Truc PD-1/PD-L1 dbng vai trd chinh trong co
ché né tranh mién dich khoi u va la muc tiéu diéu
tri trong liéu phap mién dich ung thu. Mac du cac
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thuéc Uc ché diém ki€ém soat mién dich da ching
minh hiéu qua r6 rét & nhiéu loai ung thu, nhung
gia tri tién lugng va du doan dap Ung ctia sPD-L1
trong UTDTT van con nhiéu tranh luan ’. Nghién
ctu nay dugc thuc hién nham xac dinh méi lién
quan gitta néng dé sPD-L1 huyét tuong vaéi cac
dac di€m moé bénh hoc va can lam sang & bénh
nhan UTBMTDTT,...

Nghién ctu clia chung t6i ghi nhan nong do
sPD-L1 trung binh clda nhém bénh nhan
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UTBMTDTT la 89,59 + 29,21pg/mL, khac biét c6 y
nghia théng ké so v&i nhdom bénh nhan polyp u
dai truc trang loan san biéu mé do thap (69,54 +
11,32pg/mL) (p=0,003 < 0,05). Diéu nay cho thay,
sPD-L1 ¢6 tiém nang tré thanh dau an sinh hoc
phan biét UTBMTDTT vai cac tén thuong lanh tinh
hoac tién ung thu cé kha nang thap hon. Dé tudi
trung binh ctia nhém bénh nhan mac UTBMTDTT
la 65,64 (+10,68) v&i phan 16n bénh nhan & dé tudi
50 - 69, tuy nhién sé bénh nhan mac UTBMTDTT &
nhom dudi 50 tudi chiém 8%, do tudi nhd nhat 1a
38, cho thay xu huéng tré hoa trong nhém bénh
nhan mac UTBMTDTT.

Mot s6 két qua nghién cliu nudc ngoai cé két
qua tuong dong véi nghién clu clia ching toi:
khong cé su khac biét dang ké vé nong do sPD-L1
trung binh gilta cdc phan nhém gidi tinh, giai
doan, muic do biét hod, cho thay sPD-L1 phan anh
muc d6 hoat hoa mién dich hon la khéi lugng u ®.
Cac nghién cdu cta Niu (2022) va Yi (2021) cling
cho rang sPD-L1 phan anh tinh trang mién dich
toan than nhiéu hon la dac tinh mé hoc don
thuan*’. Ngoai ra, nghién clru cia chdng t6i cho
thay rang néng dé sPD-L1 khéng c6 moi tuong
quan dang ké vGi néng dé CEA, sé lugng bach cau
va tudi bénh nhan trong nhom UTDTT. Diéu nay
c6 thé do CEA c6 d6 dac hiéu thap va WBC khéng
phan anh chinh xac phan ng viém mién dich.

Nghién ctu cla tac gid Akamine cho thay
rang tinh trang PD-L1 duong tinh cé maéi lién hé
chat ché véi nong do protein C phan ung (CRP)
nhung khong cé mai lién quan véi cac dau hiéu
viém toan than khac trén bénh nhan ung thu phéi
khong té bao nhé & sPDL1 la protein hoa tan luu
hanh trong mau, vGi tinh chat toan than chu
khéng phai dac diém doc 1ap cta khéi u. Su khac
biét vé ngudn gbc clia sPD-L va PD-L1 gan trén
mang té bao u (mPD-L1) da dugc xac dinh. Tuy
nhién, sPD-L1 van gi(t chiic nang sinh hoc chung
la lién két vai thu thé PD-1 trén t€ bao T. Do do,
vai tro va chuc nang hoat dong cda sPD-L1 da
dugc nghién ctu ching minh la lién quan chat
ché vGi cac chi s6 thé hién dap dng viém toan

than nhu CRP, ty I& lymphphocyte/ bach cau... va
cac dau an viém khac. D€ lam ré6 mdi lién quan
gilta dap Ung viém toan than va hé théng mién
dich khai u, ching t6i dé xuat nghién cttu mai lién
quan gilra ndbng d6 sPD-L1 huyét tuong va néng
ddé CRP trén bénh nhan ung thu biéu mé tuyén
dai truc trang. T dé cung cap mét phuong phéap
danh gia rai ro toan dién hon, t6i uu hoa viéc su
dung nong dé sPD-L1 nhu mét dau an sinh hoc
trong du doan dap Ung diéu tri.

Dién tich dudi dudng cong so sanh gia tri
chan doan ctia néng d6 sPD-L1 ctia nhém bénh
nhan UTBMTDTT v&i nhdm bénh nhan polyp u dai
truc trang loan san biéu mé do thap c6 kha nang
phan biét & muc chap nhan dugc cé y nghia
thong ké, diém cat 82,35pg/mL véi dé dac hiéu
cao (90%) cho thay sPD-L1 cé gia tri trong viéc xac
nhan cac trudng hgp am tinh. Tuy nhién, nghién
cfu nay cta chung t6i ¢ mau nhoé nén su bién
thién I6n, nghién ciru can dugc mé rong trong
tuong lai véi cac c& mau I6n hon.

Han ché cua nghién ctru: (1) C8 mau nhé, di
liéu héi ctru don trung tam nén chua phan anh
day da dac diém quan thé; (2) Chua c6 di liéu
danh gia gia tri tién lugng mot cach rd rang; (3)
Chua két hgp vai biéu hién mPD-L1 dé so sanh
déng thai hai dang dau an. Tuy nhién, két qua
van gop phan khang dinh vai tro ctia sPD-L1 nhu
mot dau an sinh hoc tiém nang phan anh hoat
tinh mién dich trong ung thu bi€éu mé tuyén dai
truc trang.

V. KET LUAN

Noéng d6 sPD-L1 trung binh & bénh nhan ung
thu bi€u mo6 tuyén dai truc trang la 89,59 +
29,21pg/mL; cao hon ¢é y nghia so véi néng do
sPD-L1 trung binh & nhém polyp u dai truc trang
loan san do thap (69,54 + 11,32pg/mL); co tiém
nang trad thanh dau an sinh hoc phan biét nhém
bénh nhan mac UTDTT vdi cac tén thuong lanh
tinh khac.
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Khéng ¢6 su khac biét dang ké vé néng do
sPD-L1 trung binh gitta nam va ni, cac nhém tudi,
cac giai doan va muc do biét hoa. Khéng c6 moi
tuong quan gitta néng d6 sPD-L1 véi nong do
CEA, s6 lugng bach cau va tudi ctia bénh nhan.
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