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The relationship between the value of tumor-infiltrating lymphocytes
and pathological complete response in patients with triple-negative
breast cancer treated with neoadjuvant therapy
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Tom tat

Muc tiéu: Nghién ctru nham danh gia kha nang tién lugng cla ty 1é lympho bao xam nhap u (Tumor
infiltrating lymphocytes - TILs) véi kha nang dap tng hoan toan trén mé bénh hoc (pCR). Déi tugng va
phuong phdp: 105 bénh nhan ung thu va bd ba am tinh dugc diéu tri tan bé trg tai Bénh vién K. Két qua:
TILs c6 tuong quan manh mé vai kha nang dat pCR (OR = 2,41; 95% Cl: 1,73-3,66). Theo két qua phan tich
dudng cong dap ung (ROC), AUC thu dugc la 0,880 cho nhom diéu tri pembrolizumab va 0,879 cho
nhom hod chat, cho thay kha nang du doan rat tot cda TILs. Vi ngudng cut-off TILs 30%, dé nhay la
100% vé&i nhom diéu tri hoa chat, trong khi nhom diéu tri pembrolizumab dat d6 nhay 100% & ngudng
TILs 50%. Két ludn: Viéc xac dinh TILs trén mau bénh pham u nguyén phat c6 thé du doan kha nang dap
Uing cGia bénh nhan TNBC diéu tri tan bd trg trén ca hai nhom bénh nhan diéu tri hoa chat thudng quy
hodc hoa chat két hogp mién dich.

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

Summary

Objective: This study aims to evaluate the prognostic value of tumor infiltrating lymphocytes (TILs)
for predicting ability of pathologic complete response (pCR). Subject and method: 105 patients with
triple-negative breast cancer (TNBC) treated with neoadjuvant therapy at K Hospital. Result: TILs were
strongly associated with achieving pCR (OR = 2.41; 95% Cl: 1.73 - 3.66). According to receiver operating
characteristic (ROC) curve analysis, the AUC was 0.880 for the pembrolizumab group and 0.879 for the
chemotherapy group, indicating very good predictive ability of TILs for complete response. With a TILs
cut-off of 30%, sensitivity reached 100% in the chemotherapy group, while in the pembrolizumab group,
100% sensitivity was achieved at a TILs cut-off of 50%. Conclusion: These findings suggest that TILs can
serve as a predictive biomarker for treatment response in TNBC patients receiving neoadjuvant therapy,
in both conventional chemotherapy and immunotherapy combination settings.
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I.DAT VAN BE

Theo GLOBOBAN 2022, ung thu vu va la loai ung
thu phé bién nhat & ni gi6i, ding thu hai vé s6 ca
mac mdi va thi ba vé s6 ca tit 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) °. Pembrolizumab - mét thudc tc ché
diém kiém soat mién dich, da dugc chap thuan cho
chi dinh diéu tri tan b6 trg TNBC tai Viét Nam tir 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 1é lympho bao xam nhap u (Tumor-
infiltrating lymphocytes - TILs) la mot chi dau sinh
hoc lién quan dén tién lugng diéu tri TNBC giai doan
sédm. Bénh nhan TNBC c6 gid trj TILs cao thudng c6
ty lé dat pCR cao haon va thgi gian séng thém trung
binh sau diéu tri tan bé trg dai hon, so vai cac bénh
nhan bdc 16 Tlls thap > °. Két qua tu 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% Cl: 0,61-0,82) va OS (HR
0,76; 95% Cl: 0,63-0,90) ’. Viéc danh gia (ng dung
TILs tai Viét Nam con han ché, va chua cé nghién
clu danh gia gia tri tién lugng cda TILs theo phéac do
tan bé trg. Chang t6i tién hanh nghién ctu nham
danh gia tinh lién quan va kha nang du doan pCR
cla TILs trén hai nhém bénh nhan TNBC diéu tri tan
b6 trg hoa chat thudng quy va diéu tri
pembrolizumab két hgp hoa chat, nham cung cap
bang chiing cho viéc dp dung TILs trong thuc hanh
lam sang tai Viét Nam.

1. pOI TUQONG VA PHUONG PHAP
2.1. Déi tuong

Tiéu chudn lua chon:

Bénh nhan nir dugc chan doéan xac dinh ung thu
bi€u m6 tuyén va bang xét nghiém mé bénh hoc,
chua ting diéu tri trudc do.

Bénh nhan giai doan sé6m tu T2 va/hodc N > 1.

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

C6 thong tin vé ER va PR bo 16 < 1% dugc xac
dinh bang IHC, Her-2/neu am tinh dugc xac dinh
bang IHC (-), hodc IHC (+) / IHC (++) va Dual-Ish (-)
clia tén thuong u ban dau.

Co két qua md bénh hoc, héa mdé mién dich
(néu con tén thuang) sau phau thuat.

Chi s6 toan trang ECOG 0-1.

Chuc ndng gan than tay xuong trong gigi han
cho phép diéu tri hoa chat.

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

C6 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 chudn loai trur:

Bénh nhan cé thai, nuéi con bu.

Bénh nhan diéu tri khéng day da, khong theo
dung liéu trinh.

2.2. Phuong phdp

Thiét ké nghién cdu: Nghién ctu quan sat hoi
ctru két hop tién ctru, don trung tam.

Thoi gian, dia diém nghién ctu: Nghién clu
dugc thuc hién tai Bénh vién K, ti thang 5 nam 2024
ta&i thang 8 nam 2025.

Mau nghién ctu: Mau nghién ctru dugc lua chon
theo phuong phap chon mau thuan tién. 105 bénh
nhan dugc lua chon, trong dé cé tat ca 49 bénh
nhan TNBC diéu tri tan b6 trg bang pembrolizumab
két hép hoa chat TC-AC va 56 bénh nhan diéu tri vai
hoa chat thudng quy tai Bénh vién K tu thang 12
nam 2023 dén thang 5 nam 2025.
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Chi s6 nghién cuu:

Tubi.

Kich thudc u, T, N: dua trén két qua chan doan
hinh anh.

Phan loai giai doan: theo AJCC 8™

TILs: Dugc danh gia bdi hai bac si giai phau
bénh doc lap theo tiéu chudn cta Hoi dong nghién
cu xam nhap lympho mé u Thé giéi.

pCR: dugc dinh nghia la khong con té bao ung
thu xam lan trong khoi u nguyén phat va hach nach
(ypTO0/is ypNO) &.

Thu thap va xtr ly dir liéu:

Dt liéu dugc thu thap va quan ly bang phan mém
MS Microsoft 2016, x(t 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 (d6i vai
bién dinh tinh), trung vi va khoang tu phan vi (doi
vGi bién dinh lugng). Phan tich héi quy logistic don
bién va da bién dugc st dung dé xac dinh mai tuong
quan gila bién doc lap TILs va bién phu thuéc pCR
vGi muc y nghia thong ké 0,05. Budng cong ROC
(Receiver operating characteristic) va gia tri AUC
(Area Under the Curve) dugc st dung dé danh gia
kha nang du bao cua TILs cho dau ra pCR. VGi cac
ngudng cut-off 30% va 50%, dé nhay, do dac hiéu va
do chinh xac ctia TILs dugc tinh toan theo céng thuc:

Tong s6 duang tinh that

Téng s6 duong tinh that+Téng s6 am tinh gia

Téng s6 am tinh that

Téng s6 am tinh that+Téng s6 duong tinh gia

T6ng s6 duang tinh that+Téng s6 am tinh that

Do chinh xac =

2.3. Dao diic nghién ciu

Nghién ctru dugc HOi déng Dao duc Bénh vién K
phé duyét theo quyét dinh s6 1400/BVK-HDDD. Tat
cd bénh nhan tham gia nghién ctu hoac ngudi gidam
h6é hop phap clia ho da dugc giai thich day du vé
muc dich, quy trinh va cac quyén lgi, rdi ro tiém
tang, sau d6 ky vao phiéu chap thuan tham gia
nghién ctiu cé thong tin day da (Informed Consent

Ill. KET QUA

Tong s6 ca

Form) truéc khi tham gia bat ky thi tuc nghién ctu
nao. Moi théng tin ca nhan clia bénh nhan déu duoc
gilr bi mat tuyét doi, ddm bado tuan thd cac nguyén
tdc dao duc quéc té va cac quy dinh hién hanh cta
B6 Y té Viét Nam. Nghién cttu chi nham muc dich
nang cao chat lugng diéu tri, khong nham muc dich
nao khac.

Bang 1. Pac diém bénh nhan nghién ciu

Nhom pembrolizumab Nhém hoa chat Téng
(n=49) (n=156) (n=105)

Tudi (trung vi - t& phan vi) 49 (44 - 55) 55(44,8-62) 51 (44 - 59)
Kich thudc u (cm) (trung vi - tu phan vi) 3,5(2,5-4,5) 38(3-5) 3,5(2,6-4,5)
T

T1&T2 41 (83,7%) 42 (75,0%) 83 (79,0%)

T3&T4 8 (16,3%) 14 (25,0%) 22 (21,0%)
N

NO 11 (22,4%) 11 (19,6%) 22 (21,0%)
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Nhom pembrolizumab Nhém hoa chiat Téng
(n = 49) (n=56) (n=105)

N1 24 (49,0%) 24 (42,9%) 48 (45,7%)

N2 & N3 14 (28,6%) 21 (37,5%) 35 (33,3%)
Giai doan

Giai doan 2 30 (61,2%) 30 (53,6%) 60 (57,1%)

Giai doan 3 19 (38,8%) 26 (46,4%) 45 (42,9%)
HER2

Am tinh 33 (67,3%) 45 (80,4%) 78 (74,3%)

Low 16 (32,7%) 11 (19,6%) 27 (25,7%)

Ki67 (%) (Trung vi - T& phan vi) 70 (50 - 80) 60 (45 - 80) 60 (50 - 80)

TILs (Trung vi - T& phan vi) 35(20-50) 40 (21 - 60) 40 (20 - 50)
Déap ung hoan toan

coé 33 (67,3%) 17 (30,4%) 50 (47,6%)

Khéng 16 (32,7%) 39 (69,6%) 55 (52,4%)

Nhdn xét: Tubi trung vi cGa bénh nhan Ia 51. Kich thudc u trung vi la 3,5cm. Tat cd cac bénh nhan déu &
giai doan Il va lll tuong (ing 57,1% va 42,9%, v6i nhdm diéu tri hoa chat va nhém c6 pembrolizumab la 61,2%
va 53,6% & giai doan Il va 38,8%; 46,4% G giai doan lIl. Ty 1& bénh nhan Her2 low & nhém hod chat so véi
nhém c6 pembrolizumab tuong ting la 32,7% va 19,6%; Chi s6 Ki67 trung vi va TILs trung vi & nhém hoa chat
va nhém c6 pembrolizumab tuang tng la 70%; 60% va 35; 40. Ty 1é pCR & nhom hoa chat 1a 30,4% va nhém
c6 pembrolizumab la 67,3%.

Bang 2. M&i lién quan giita pCR va TILs trong mé hinh da bién

Ty s6 chénh (Khoang tin cay 95%)
Khong dap ing hoan toan Pap ung hoan toan
Tong* 1,00 (ref) 2,41 (1,73 - 3,66)
Nhoém pembrolizumab 1,00 (ref) 3,05(1,55-7,88)
Nhém hod chat 1,00 (ref) 2,10 (1,47 - 3,39)

AUC: 0,880 AUC: 0.879

04
0

Specificity Specificity

Bi€u d6 1. Phan tich ROC nhém pembrolizumab két hgp hoa chat (A) va nhém diéu tri hoé chat don thuan (B)
Nhdn xét: TILs c6 vai tro tién lugng cho khd nang dat pCR & nhom diéu tri hoa chat két hop
pembrolizumab véi gia tri AUC 0,880 (95% Cl: 0,782 — 0,978) va nhom diéu tri hoa chat vdi gia tri AUC 0,879
(95% CI: 0,794 - 0,965).
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Bang 3. Kha nang du doan pCR theo ngudng TILs

Ngudng n PCR (%) Do nhay Do dac hiéu Do chinh xac
Nhom Pembrolizumab

<30% 20 7 (35,0%)

78,8% 81,3% 79,6%
= 30% 29 26 (89,7%)
< 50% 36 20 (55,6%)

100,0% 55,6% 67,3%
= 50% 13 13 (100,0%)

Nhoém Hod chat

<30% 21 0 (0,0%)

100,0% 51,3% 66,1%
=30% 36 17 (47,2%)
< 50% 33 3(9,1%)

82,4% 74,4% 76,8%
= 50% 23 14 (60,9%)

Nhdn xét: V&i muc cut off 30% dé nhay & nhom
hoa chat va nhém c6 két hgp pembrolizumab tuong
ing la 100% va 78,8%, véi diém cut off TILs 50% ty lé
nay tuong Ung la 82,4% va 100%.

VI. BAN LUAN

Nghién clu cla ching t6i danh gia maéi lién
quan cda ty Ié lympho bao xam nhdp mé dém khéi u
(TILs) d6i v6i kha nang dat dap ting hoan toan vé moé
bénh hoc (pCR) & 105 bénh nhan ung thu vu bd ba
am tinh (TNBC) dugc diéu tri tan bé trg bdng hoa
chat hoac hoa chat két hgp pembrolizumab tai Bénh
vién K. Trong nghién ctu clia chuing t6i, muc do TiLs
dugc danh gid dinh lugng trén tiéu ban nhuém
Hematoxylin va Eosin (HE) cla mau sinh thiét kim
khéi u nguyén phat trudc diéu tri. Viéc danh gia TILs
dugc tién hanh bdi hai nha giadi phau bénh c6 kinh
nghiém, thuc hién doc lap, tuan tht hudng dan
déng thuan ctia nhom Nghién cdu vé TILs quoc té
(TILs Working Group 2014). TILs dugc tinh bang
phan tram dién tich mé lién két quanh khéi u bi
tham nhiém béi té bao lympho don nhan
(lymphocytic stromal TILs), day la mét xét nghiém
don gian cé chi phi thuc hién thap.

Ty |é bénh nhan dat pCR & nhom diéu tri tan bd
trg bang hoa chat két pembrolizumab la 67,3% cao
hon so véi 30,4% & nhdm hoa chat thuong quy, két
qua nay gan tuong duong véi cac nghién cliu da
thuc hién trugc day va mét lan nira khang dinh vai

trd pembrolizumab khi thém vao hoa chat diéu tri
tan bo trg TNBC giup cho viéc cai thién ty I& pCR 1én
gan gap doi so vGi phac dé hoa chat don thuan.
Nghién ctu Keynote-522 clia Schmid P va cong su
(2020) da ching minh dugc su bS sung
pembrolizumab vao héa tri TC-AC trong diéu tri tan
bé trg gilp tang dang ké ty 1& pCR & bénh nhan
TNBC giai doan sém, tlf 56% & nhom hod chat 1én
64,8% G nhém cé pembrolizumab *. Chi s6 Tils trung
vi trong nghién cuu clia chung téi la 40% va la mét
chi s6 c6 kha nang du doan pCR cho ca hai phan
nhom bénh nhan, két qua vé ty lé Tils ctia ching toi
cao hon ghi nhan cuta tac gia Tran Trung Toan va
cOng sy (2024) thuc hién nghién cdu trén 214 bénh
cho gid tri trung binh cuda Tils la 20 + 25%, tac gid
nhan thdy nhém TNBC Tils & muc trung binh (10-
40% mo dém c6 u lympho xam nhap) chiém ty lé
cao nhat 49,1%, nhom Tils cao (> 40% mo6 dém co
mo u xam nhap) chiém 23,8%, diéu nay co thé giai
thich do su khac nhau vé dé tudi bénh nhan va giai
doan bénh tai thai diém chin doan gilta hai nghién
cliu c6 su khéng tuong déng °.

Qua phan tich ROC ching téi nhan thay TILs co6
moi tuong quan manh mé vai kha nang dat pCR (OR
=2,41;95% Cl: 1,73-3,66), dién tich dudi dudng cong
(AUC) la 0,880 cho nhom diéu tri pembrolizumab va
0,879 cho nhém hoa chat, két qua nay ciing c6 thém
luan c vé gia tri TILs la mot chi dau sinh hoc tiém
nang dé du doan két qua diéu tri tan bo trg & bénh
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nhan TNBC. Piém dang chu y ca nghién clu la viéc
xac dinh ngudng cut-off TILs t6i uu cho tiing nhom
diéu tri, cu thé 1a véi nguéng TILs 30%, d6 nhay dat
100% & nhom diéu tri hoa chat, trong khi dé, nhom
diéu tri pembrolizumab dat dé nhay 100% & ngudng
TILs 50%. K&t qua nghién clu ctia chidng téi co su
tuong déng véi cac nghién ctu da tién hanh truéc
day vé gia tri du doan cua TILs trong TNBC > 7. Tac
gia Denkert va cong su (2015) da tién hanh nghién
cUu va chi ra rang TILs la mot yéu t6 tién lugng doc
lap cho khad ndng dat pCR va thoi gian s6ng thém
khong bénh (DFS) & bénh nhan TNBC dugc diéu tri
hoa chat tan bé trg °. Mot phan tich gép tu 29
nghién ctu ctia Mao Y va céng su (2020) trén bénh
nhan TNBC diéu tri tan bé tro chi ra dac diém nhéom
TILs cao hon ¢6 lgi ich vé ca thoi gian song thém
khong bénh (DFS) (HR 0,71; 95% CI: 0,61 - 0,82) va
thai gian s6ng thém toan bé (0S) (HR 0,76; 95% Cl:
0,63 - 0,90) do lién quan dén kha niang cao bénh
nhan dat pCR ’. Nhiing phat hién nay c6 y nghia
quan trong trong viéc ca thé héa diéu tri, gop phan
gilp céc bac si lam sang dua ra quyét dinh diéu tri
phu hgp véi tiing céa thé dua trén mdc dé TILs cla
tung bénh nhan, dac biét trong boi canh thuc hanh
lam sang tai cac nudc dang phat trién nhu Viét Nam
khi nguon luc con han ché, chi phi diéu tri bang cac
thudc tic ché diém kiém soat mién dich cao va thuéc
chua dugc bdo hiém y té chi tra. Viéc xac dinh
ngudng TILs cu thé tién lugng cho tiing phac d6
diéu tri tdn bd trg nén dugc tién hanh nham nang
cao hiéu qua diéu tri va giam chi phi diéu tri.

Nghién cttu nay cling gap mét s6 han ché. Thu
nhat, day la mét nghién ctiu don trung tam nén co
thé anh hudng dén kha nang khai quat hoa két qua.
Thu hai, phuang phap chon mau thuan tién co6 thé
dan dén sai léch trong viéc chon mau. C& mau 105
bénh nhan, mac du du dé dua ra két luan so bo,
nhung mét nghién cdu véi quy mo I16n hon va da
trung tam sé cung cap bang chiing manh mé hon.

V. KET LUAN

Két qua nghién ciu cla chdng téi cung cap
bang ching cho thay TILs la mot chi dau sinh hoc cé
gia tri trong viéc du doan dap ung diéu tri & bénh

12

nhan TNBC c6 chi dinh diéu tri tan bd trg vdéi cac
phac d6 vdi hoa chat thudng quy (AUC 0,879) va
hod chat két hogp lieu phap mién dich
pembrolizumab (AUC 0,880). Viéc tng dung TILs,
mot xét nghiém thuc hién don gian va chi phi thap
trong thuc hanh 1am sang c6 thé giup téi uu hoa
hiéu qua diéu tri cho bénh nhan TNBC tai Viét Nam.
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