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Vai tré ciia TILs trong ung thw vi bd ba Am tinh diéu tri
tan bo tro bang phac do hoa chat két hgp pembrolizumab

The role of TILs in triple-negative breast cancer treated neoadjuvant
with pembrolizumab combination chemotherapy regimen
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Tom tat

Muc tiéu: Banh gia vai tro clia ty 1é lympho bao xam nhap u (Tumor-infiltrating lymphocytes - TILs)
trong du doan dap iing moé bénh hoc hoan toan (pathologic complete response - pCR) & bénh nhan ung
thu vi bd ba am tinh (TNBC) diéu tri tan bd trg bang héda chat két hop pembrolizumab. Béi tuong va
phuong phdp: Nghién ctu tién cliiu mo ta cat ngang trén 49 bénh nhan TNBC giai doan Il - Il dugc diéu tri
tan bd trg bang phac d6 pembrolizumab phdi hop héa chat TC-AC tai Bénh vién K tir 12/2023 dén
5/2025. Két qua: Tudi trung vi clla bénh nhan 1a 48,9 (44 - 55), TILs trung vi 35% (20 - 50). Ty I& pCR chung
dat 67,3%. Trong m6 hinh da bién, TILs la yéu t6 tién doan doc lap pCR (OR = 1,14; 95% Cl 1,06 - 1,27;
p=0,003). Ngudng TILs = 30% cho dd nhay 78,8%, dac hiéu 81,3%, dd chinh xac 79,6%; nguéng = 50%
cho d6 nhay 100%. Két ludn: TILs c6 méi lién quan chat ché va déc lap vai dap ting mé bénh hoc hoan
toan & bénh nhan TNBC diéu tri tan bé trg bang pembrolizumab két hgp héa chat. Ngudng TILs > 30%
c6 thé dugc xem la diém cat phu hop dé du doan kha nang dap Ung diéu tri trong thuc hanh 1am sang.

Ttrkhod: Lympho bao xam nhap u, ung thu vi bé ba am tinh, pembrolizumab, hod chat

Summary

Objective: To evaluate the predictive role of tumor-infiltrating lymphocytes (TILs) for pathologic
complete response (pCR) in patients with triple-negative breast cancer (TNBC) receiving neoadjuvant
chemotherapy combined with pembrolizumab. Subject and method: A prospective cross-sectional study
was conducted on 49 patients with stage II-lll TNBC treated with pembrolizumab plus TC-AC regimen at
K Hospital from December 2023 to May 2025. Result: The median age was 48.9 years (IQR 44 - 55), and
the median TILs was 35% (IQR 20 - 50). The overall pCR rate was 67.3%. In multivariate analysis, TILs was
an independent predictor of pCR (OR = 1.14; 95% ClI 1.06-1.27; p=0.003). The 30% cut-off yielded
sensitivity 78.8%, specificity 81.3%, and accuracy 79.6%, while the 50% cut-off achieved 100% sensitivity.
Conclusion: Higher baseline TlLs are significantly associated with increased likelihood of pCR in TNBC
patients receiving neoadjuvant pembrolizumab plus chemotherapy. A TILs threshold of = 30% may
serve as a practical predictor for treatment response in clinical practice.

Keywords: Triple-negative breast cancer; Pembrolizumab; Neoadjuvant chemotherapy; Tumor-
infiltrating lymphocytes; Pathologic complete response.
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1. DAT VAN BE

Theo GLOBOCAN 2022, ung thu vi va la loai
ung thu phé bién nhat & nir gidi, ding tha hai vé s6
ca mac mdi va thir ba vé s ca ti vong toan cau .
Trong do, ung thu v bé ba am tinh (Triple Negative
Breast Cancer - TNBC) la thé ung thu vu tién trién
nhanh va cé tién lugng xau. Bénh nhan ung thu vu
bod ba am tinh thuong dap lng tét vaéi hod chat
nhung cling thudng tai phéat sém, cé thé tién trién
ngay trong qua trinh diéu tri >. D6i v6i bénh nhan
TNBC & giai doan sé6m, hoa chét tan bé trg dugc coi
la phuong phép diéu tri tiéu chudn véi muc tiéu
chinh la bénh nhan dat dugc dap tng md bénh hoc
hoan toan (pathological Complete Response - pCR);
viéc dat pCR dugc chiing minh cé lién quan dén thoi
gian song thém khéng bénh (disease-free survival,
DFS) va thgi gian séng thém toan bd (overall
survival, OS) 3. Pembrolizumab - mét thuéc uc ché
diém kiém soat mién dich, da dugc chdp thuan cho
chi dinh diéu tri tan bd trg TNBC tai Viét Nam ti nam
2023 sau khi c6 nhitng bang ching cho thay hiéu
qua cai thién dang ké ty lé dat pCR trong thur
nghiém lam sang *.

Ty lé lympho bao xam nhdp u (Tumor-
infiltrating lymphocytes - TILs) l1a mot chi dau sinh
hoc lién quan dén tién lugng diéu tri TNBC giai doan
sém. Bénh nhan TNBC cé gia tri TILs cao thudng c6
ty lé dat pCR cao hon va thgi gian séng thém trung
binh sau diéu tri tan bd trg dai hon, so vai cac bénh
nhan bdc 16 Tlls thap >°. Két qua ti mot phan tich
gop ti 29 nghién clu cho thdy trén bénh nhan
TNBC diéu tri tan bé trg, nhém TILs cao hon ¢6 lgi
ich vé ca DFS (HR 0,71; 95% C1 0,61 - 0,82) va OS (HR
0,76; 95% Cl 0,63 - 0,90) ’. Tai Viét Nam, Tran Trung
Toan va céng su khao sat 214 bénh nhan TNBC cho
thay TILs trung binh 20,0 + 25,7%, nhém LPBC (>
50% TILs) chiém 23,8%, tuong dong véi cac nghién
clru quoc té. Viéc danh gid vai tro cta TILs trén cac
BN TNBC dugc diéu tri b6 trg trudc da dugc thuc
hién bai kha nhiéu tac gia trén thé gidi. Tuy nhién tai
Viét Nam chua cé nghién cltu nao vé van dé nay vi
vay chdng toéi tién hanh dé tai “Bdnh gid vai tro cua
Tumor-Infiltrating Lymphocytes (TILs) trong ung thu va
tam am diéu tri tdn bé trg bdng phdc d6 héa chat két
hop thuéc mién dich Pembrolizumab”.

1. pOI TUQONG VA PHUONG PHAP
2.1. Déi tuong

Tiéu chudn lua chon:

Bénh nhan n ti 18 tudi trd 1én duoc chan doan
xac dinh ung thu biéu mé tuyén vu xam lan bang
mo bénh hoc.

Chan doan TNBC: ER < 1%, PR < 1% (IHC), va HER2
am tinh (IHC 0/1+ hodac IHC 2+ kém FISH am tinh).

Ung thu v moét bén, chua tiing diéu tri ung thu
vU trudc do.

Giai doan lam sang tu T2 va/hodc N+ (theo phan
loai AJCC phién ban 8).

C6 két qua TILs dugc danh gia trén mau pham
HE trudc diéu tri.

C6 két qua mo bénh hoc, hdéa mé mién dich sau
phau thuat (néu con tén thuong).

C6 t6n thuong dich c6 thé danh gia dugc dap
Ung theo tiéu chuan RECIST 1.1.

Chi s6 toan trang ECOG 0-1.

Chuic ndng gan than tdy xuong trong gidgi han
cho phép diéu tri hda chat.

Bénh nhan khong cé chéng chi dinh véi thuéc
Uc ché diém kiém soat mién dich

Cé hé so ghi nhan théng tin day du vé chan
doan va diéu tri trudc dé.

Bénh nhan déng y tham gia nghién cuu.

Tiéu chuén loai trur:

Bénh nhan da diéu tri tan bd tro bang phac do6
khac, bénh nhan giai doan IV, cé thai hodc cho con
ba, khong hoan thanh phac dé nghién ciu hoac
man cam vai thuoc.

2.2, Phuong phdp

Thiét ké nghién ctu: Nghién ciu moé ta cat
ngang, tién cuu.

Mau nghién ctu: Toan bd 49 bénh nhan TNBC
giai doan sdm diéu tri tdn bé trg bang phac dé
Pembrolizumab va héa chat TC-AC tai Bénh vién K tu
thang 12 nam 2023 dén thang 5 nam 2025.

Chi s6 nghién ctu:

Tudi.

Kich thudc u, T, N: dua trén két qua chin doan
hinh anh.
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Phan loai giai doan: theo AJCC 8™

TILs: dugc danh gia baéi hai bac si gidi phau bénh
déc 1ap theo tiéu chuan cta Hoi dong nghién ciu
xam nhap lympho mé u Thé gidi.

pCR: dugc dinh nghia la khéng con té bao ung
thu xam 1an trong khéi u nguyén phat va hach nach
(ypT0/is ypNO)®.

- Thu thap va xur ly dit liéu:

D liéu dugc thu thap va quan ly bang phan
mém MS Microsoft 2016, xi ly bang RStudio
2025.05.0.

Cac dac diém lam sang va moé bénh hoc cua
bénh nhan dugc mo ta bang ty 1é phan tram (déi vai
bién dinh tinh), trung vi va khodng t& phan vi (déi
vGi bién dinh lugng). Phan tich héi quy logistic don
bién va da bién dugc sir dung dé xac dinh mai tuong
quan gilta bién déc lap TILs va bién phu thuéc pCR
vGi muc y nghia théng ké 0,05. Budng cong ROC
(Receiver operating characteristic) va giad tri AUC
(Area Under the Curve) dugc st dung dé danh gia
kha nang du bao clia TILs cho dau ra pCR. Véi cac
ngudng cut-off 30% va 50%, d6 nhay, d6 dac hiéu va
do chinh xac cta TILs dugc tinh toan theo céng thuc:

Téng s6 duang tinh that

Doénhay=  T6ng s6 duong tinh that+Téng s6
am tinh gia
Téng s6 am tinh that
Do dac hiéu

Téng s6 am tinh that+Téng s6
duong tinh gia

Téng s6 duong tinh that+Téng s6

D6 chinh xac = am tinh that
T6ng s6 ca
2.3.Dao dirc nghién ciu

Nghién ctu da dugc Hoi dong Dao dic Bénh
vién K phé duyét. Bénh nhan dugc giai thich va ky
phiéu chap thuan tham gia. Moi théng tin ca nhan
dugc bao mat tuyét doi, tuan tha cac nguyén tac
dao durc qudc té.
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Il. KET QUA
Bang 1. Pac diém bénh nhan nghién ctu
Két qua (n = 49)
Tuébi
Trung binh (d6 Iénh 48,9 (10,2)
chuén) 49 (44-55)
Trung vi (t& phan vi)
Kich thuéc u (mm)
Trung binh (d6 l1énh 3,68 (1,49)
chuén) 3,5(2,5-4,5)
Trung vi (t& phan vi)
Giai phau bénh - T
T 4 (8,2%)
T2 37 (75,5%)
T3 3(6,1%)
T4 5(10,2%)
Giai phau bénh -N
NO 11 (22,4%)
N1 24 (49,0%)
N2 12 (24,5%)
N3 2 (4,1%)
Giai doan
1 1(2,0%)
2 29 (59,2%)
3 19 (38,8%)
HER2
0 33 (67,3%)
1+ 6 (12,2%)
2+ 10 (20,4%)
Ki67(%) — Trung vi (tu 70 (50-80)
phan vi)
TILs(%) - Trung vi (tu 35 (20-50)
phan vi)

Nhdn xét: Tubi trung vi clia bénh nhan la 48,9
tudi. Kich thudc u trung vi la 3.5 cm. Pa s cac
bénh nhan déu & giai doan Il va Il tuong Ung
59,2% va 38,8%. Chi s6 Ki67 trung vi la 70% va TILs
trung vi la 35%.
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Bang 2. M&i lién quan giita pCR va TILs trong mé hinh da bién

Pon bién Pa bién

Tuéi OR (95% Cl) p OR (95% ClI) p
Kich thuéc u (mm) 0,98 (0,92 - 1,04) 0,509 - -
GPB-T
T1&T2 1,00 (ref) 0,262 - -
T3&T4 0,41 (0,08 - 2,00)
GPB-N
NO 1,00 (ref)
N1 0,63(0,11-2,83) 0.776 i i
N2&N3 0,94 (0,15-5,52)
Giai doan
1&2 1,00 (ref) 0,898 - -
3 1,08 (0,32 - 3,86)
HER2
0 1,00 (ref) 0.049 1,00 (ref) -
1+ 0,27 (0,04-1,72) ! 0,39 (0,03 - 5,05) 0,467
2+ 0,18 (0,04-0,79) 0,14 (0,01-1,14) 0,084
Ki67(%) 1,02 (0,99 - 1,06) 0,184 1,03 (0,99 - 1,08) 0,206
TILs(%) 1,13 (1,06 - 1,23) 0,001 1,14 (1,06 - 1,27) 0,003

-50 -40 -30 -20 -10 0 10 20 30

100.0% 80.0% 60.0% 40.0% 20.0% 0.0% -20.0% -40.0% -60.0%
<20 20-30 >30
m Ty I& dat pCR (%) 12.5% 50.0% 89.7%
uS6luong 8 12 29

mTylé dat pCR (%) ®Sélwong

Nhdn xét: Nhdom bénh nhan cé Tils >/=30 la 29 bénh nhan va c6 89,7% bénh nhan dat pCR. Nhém BN cé
Tils 20- < 30 la 12 bénh nhan va cé 50% trong s6 nay dat pCR. Nhém BN ¢é Tils < 20 la 8 bénh nhan va 12,5%

bénh nhan dat pCR.

Bang 3. Kha nang du doan pCR theo nguéng TiLs

Ngudng Tils N PCR (%) Do nhay Do dac hiéu Do chinh xac
<30% 20 7 (35,0%)
78,8% 81,3% 79,6%
=30% 29 26 (89,7%)
<50% 36 20 (55,6%)
= 50% 13 13 (100,0%) 100,0% 55,6% 67,3%
= 50% 23 14 (60,9%)
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Nhan xét: Vi muc cut off 30% do nhay la 78.8%,
vdi diém cut off TILs 50% ty 1& nay tuong tng la 100%.

VI. BAN LUAN

Tudi trung vi cta nhém bénh nhan trong

nghién ctu 1a 48,9 tudi, tuong déng véi cac nghién
clu qudc té vé TNBC tan bo trg cé pembrolizumab
nhu KEYNOTE-522 (tudi trung vi 49 tudi) *. Kich
thudc u trung vi la 3,5 cm, chud yéu giai doan -1l
phan anh dac trung cia nhém TNBC thudng dugc
chi dinh diéu tri tan bé trg. Muc Ki-67 trung vi cao
(70%) ciing phu hgp véi kiéu hinh ting sinh manh
thudng thdy trong TNBC°.
Gia tri trung vi cta TILs la 35% (IQR 20-50), gan
tuong tu két qua cha Tran Trung Toan va cong
su (20 + 25,7%) tai Viét Nam ® va Denkert cong
su (trung vi 35%) trong nghién cltu quoc té trén
3771 BN TNBC °. Diéu nay cho thay tinh nhat
quan vé muc dé tham nhiém lympho trong
TNBC giira cac quan thé khac nhau.

Két qua nghién cliu cla ching to6i cho
thay TILs la yéu t6 tién doan doc lap kha nang
dat dap ing mé bénh hoc hoan toan (pCR) &
bénh nhan TNBC diéu tri tdn bd trg bdng
pembrolizumab va hoa chat (OR = 1,14; 95% Cl
1,06-1,27; p = 0,003). Mbi 10% tang cha TILs lam
tang khoang 1,3 lan kha nang dat pCR.

K&t qua nay tuong déng véi bao cdo cla
Denkert va cong su ®, khi TILs cao lién quan chat ché
véi pCR (OR = 2,7; p<0,001). Phan tich gép cla Gao
va cong su (29 nghién ctru, 9.000 BN) cling cho thay
TILs cao cai thién ro rét pCR, DFS va OS trong TNBC
(HR=0,71 cho DFS; HR = 0,76 cho OS) ’.

Dac biét, trong nhém TILs = 30%, 89,7% bénh
nhan dat pCR, trong khi chi 12,5% & nhém < 20%.
Diéu nay clng cb gia thuyét rang vi moi trudng
mién dich giau lympho tao diéu kién thuan Igi cho
pembrolizumab phat huy hiéu qua khang u.

Khi danh gia khd nang du doan pCR, AUC dat
0,88, cho thay TILs c6 gia tri tién doan manh.
Ngudng TILs = 30% cho d6 nhay 78,8% va dac hiéu
81,3%, trong khi ngudng = 50% cho d6 nhay 100%
nhung dac hiéu giam (55,6%).
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Két qua nay tuong déng véi dé xuat cla
International TILs Working Group, cho rang TILs > 30%
c6 y nghia lam sang trong TNBC tan bé trg °. Mot s6
nghién ctu khac cling ghi nhan cut-off 50% phu hgp
khi ph6i hgp véi liéu phap mién dich (vi du trong
KEYNOTE-173, nhom TILs > 50% dat pCR t&i 80%) '°.

Nhu vay, trong thuc hanh, muc TILs = 30% cé
thé dugc xem la ngudng kha thi dé nhan dién nhém
bénh nhan cé kha nang dap Ung cao véi hoa chat
két hgp pembrolizumab.

Két qua pCR clia nghién ctu nay (67,3%) gan
tuong duong vGi KEYNOTE-522 (64,8%) *, ching té
hiéu qua ctia phac dé6 TC-AC-Pembrolizumab trong
diéu kién thuc hanh tai Viét Nam. Méi lién quan tich
cuc gilta TILs va pCR cling phu hgp véi cac dif liéu tu
KEYNOTE-173, NeoPACT va GeparNuevo, trong doé
TILs cao dy bdo khd nang dép ung vdi
pembrolizumab hodc durvalumab """,

Diéu nay cling c6 vai trdo cla TILs nhu mét
biomarker tién doan dap ing mién dich khéng phu
thudc PD-L1, dac biét hitu ich tai cac quéc gia chua
trién khai dong bo xét nghiém PD-L1 hodc TMB.

Nghién ctu cia ching téi con mét sé han ché
do c& mau con nhd (49 BN) va thai gian theo doi
ngan, chua danh gia dugc mai lién hé gita TILs vdi
DFS/OS. Thiét ké don trung tam c6 thé han ché kha
nang khai quat hoa két qua. Panh gia TILs bang
phuang phap thu céng c6 thé mang sai s6 chi quan
gitta cac nha giai phau bénh, du nghién ctru da tién
hanh doc song song ddc lap. Chua c6 phan tich
phan nhém sau theo biéu hién PD-L1 hodc dac diém
phan ti (TMB, BRCA). Tuy nhién, day la nghién cdu
dau tién tai Viét Nam danh gia truc tiép vai tro cla
TILs trén bénh nhan TNBC diéu tri tan bd trg bang
pembrolizumab, gép phan bé sung bang ching cho
xu hudng cé thé hoa diéu tri trong ky nguyén mién
dich hoc ung thu.

V. KET LUAN

Ty lé lympho bao xam nhdp u (TILs) ¢c6 méi lién
guan chat ché va doc lap véi kha nang dat dap ung
mo bénh hoc hoan toan & bénh nhan ung thu va bo
ba &m tinh diéu tri tan bé trg bang hda chat két hap
pembrolizumab. Nguéng TILs > 30% cho thady do
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nhay va dé dac hiéu cao nhat trong du doéan pCR, c6
thé dugc xem la tiéu chi sang loc hiu ich trong lua
chon bénh nhan TNBC cho liéu phap mién dich.
Nghién ctiu véi ¢ mau I6n hon, thoi gian theo doi
dai va két hop cac chi dau mién dich khac (PD-L1,
TMB, gene signatures) la can thiét dé khang dinh vai
tro tién doan va tién lugng cda TILs trong TNBC.
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