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TOM TAT

Ung thu té bao hic té (melanoma) la loai ung
thu da cé muic dé ac tinh va ty 1é tirvong cao nhat.
Su ra ddi cua liéu phap mién dich, dac biét la cac
thudc Uc ché diém kiém soat mién dich nhdm vao
truc PD-1/PD-L1, da tao ra budc dét pha, gitp cai
thién dang ké tién lugng clia bénh nhan. PD-L1 la
mot protein dugc boc 16 trén té bao khéi u va té
bao mién dich, dong vai tro then chét trong viéc
Uc ché dap iing mién dich, tir dé gitp khoi u thoat
khoi su tiéu diét ctia hé mién dich; ngoai ra, PD-
L1 con tham gia diéu hoa moét s6 qua trinh sinh
hoc khac clia khéi u nhu biét héa, phat sinh va
phat trién khéi u, cing nhu co ché khéng thuéc.
Chinh nh& nhitng co ché nay, PD-L1 da trg thanh
mot trong nhiing dau an sinh hoc quan trong
nhat trong tién lugng va du doan hiéu qua diéu
tri cta liéu phap tic ché diém kiém soat mién dich.
Tuy nhién, nhiéu bang chiing lam sang cho thay
viéc st dung PD-L1 nhu mot yéu té tién lugng doc
lap & bénh nhan ung thu té bao hac t6é van con
nhiéu han ché. Hién nay, c6 nhiéu phuong phap
xac dinh su hién dién va muc dé biéu hién cta PD-
L1 nhu héa mo6 mién dich, dém té bao dong chay
va phan tich gen; trong dé, hda m6é mién dich
la phuong phéap dugc st dung phé bién va (ng
dung rong rai nhat trong lam sang. Bai téng quan
nay nham lam r6 co ché sinh hoc, cac phuong
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phap xac dinh va y nghia lam sang cta su béc 16
PD-L1, d6ng thdi nhan manh su can thiét cia cac
nghién ctu chuyén sau hon tai Viét Nam nham
khai thac t6i da gia tri cila dau an nay trong diéu
tri va tién lugng bénh nhan ung thu té bao hac té.

Tu khéa: Ung thu té bao hdc té, melanoma,
PD-L1, liéu phdp mién dich.

1. DAT VAN DE

Ung thu té bao hac t6 (maglinant melanoma)
& da la mot trong nhiing loai ung thu da ac tinh
nhat.! Liéu phap mién dich da tao nén budc dot
pha trong diéu tri ung thu té bao hac to tién trién,
va su biéu hién PD-L1 trong méi trudng khéi u da
dugc chiing minh cé lién quan chat ché dén ty 1é
dap ung diéu tri bang liéu phap mién dich.? Bén
canh d6 su biéu hién PD-L1 con gop phan giup
cac bac si lam sang tién lugng cho bénh nhan
melanoma.? Véi vai tro kép do, viéc tim hiéu sau
hon vé co ché, y nghia va cac phuong phap xac
dinh su boc 16 PD-L1 1a vé cing can thiét.

2.NOI DUNG TONG QUAN

Ung thu té bao hac té chiém duéi 5% téng
s0 cac loai ung thu da nhung lai gay ty lé t& vong
cao nhat.1 Diéu tri bang liéu phap mién dich da
chiing minh dugc hiéu qua vugt trdi trong viéc cai
thién tién lugng clia bénh nhan melanoma, dac
biét la cac thudc tc ché PD-1va PD-L1.4

PD-L1 la mot protein xuyén mang, dugc boc
16 trén té bao u va té bao mién dich trong vi moi
truong khoi u, déng vai tro tic ché hoat dong tiéu
diét khéi u clia cac té bao mién dich.’ Biéu hién



PD-L1 da dugc nghién ctru rong rai nhu mét dau
an sinh hoc tién doan dap Ung vai liéu phap Uc
ché& PD-1/PD-L1 & bénh nhan ung thu té bao hac
t6.4 Ngoai ra ciing ¢6 nhiéu nghién ctu ching
minh PD-L1 két hgp vai cac yéu té khac cé kha
nang tién lugng bénh nhan ung thu té bao hac
6.5

2.1.SU BOC LO PD-L1 TRONG MELANOMA

PD-L1 la mét protein xuyén mang, déng vai
trd nhu mét "phanh" mién dich, giup ngan chan
su hoat hoa qua muc ctia hé mién dich. Cac té
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bao trinh dién khang nguyén béc 16 PD-L1 trén
bé mat; khi PD-L1 gén vdi thu thé PD-1 trén té
bao lympho T sé tic ché tin hiéu hoat héa tir TCR
(T-cell receptor), lam han ché su tang sinh va thay
déi qua trinh biét hoa clia té bao lympho T, tham
chi kich hoat qua trinh chét theo chuong trinh
(apoptosis) clia cac té bao nay. Day la mot co ché
diéu hoa ngugc am tinh d6i véi qua trinh hoat
héa mién dich. Cac té bao khéi u da khai thac co
ché& nay bang cach tang biéu hién PD-L1 nham né
tranh hodc tc ché dap ing mién dich chéng khéi
uclacothé.”
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Hinh 1. Co ché irc ché mién dich qua truc PD-1/PD-L1 va nguyén ly tdc déng ciia khdng thé
khdng PD-1/PD-L 13

Ngoai vai tro trong diéu hoa mién dich, PD-
L1 con anh hudng dén nhiéu qua trinh sinh hoc
quan trong cla té bao u. Cu thé, PD-L1 thuc ddy
qua trinh biét hod, khién té bao u mat dac diém
biéu mé, gidm két dinh, thay déi hinh dang va gia
tang kha nang di chuyén, xam lan. Déng thai, PD-
L1 con lam tang kha nang khéi phat khoi u, gitp
té bao khang lai apoptosis va thuéc chéng ung
thu, thac ddy di can, tdng sinh va tang truéng khéi

u, cing nhu gay thay d6i chuyén héa té bao. Thém
vao do, PD-L1 con Uc ché qua trinh tu thuc bao va
gop phan vao ca ché tc ché mién dich trong vi
moi trudng khéi u.®

Trong ung thu té€ bao hac t6, biéu hién cuda
PD-L1 c6 thé dugc cdm ng bdi cac tin hiéu tir vi
moi trudng khéi u, dac biét la interferon-ga mma
(IFN-y) dugc tiét ra béi cac té bao lympho T CD8*
da duoc hoat hoa.® Su cdm Uing nay dan dén biéu
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hién khu trd cGa PD-L1 tai cac vung tap trung
nhiéu t&€ bao T trong khéi u, néi bat & vung ria
xam |an - noi giao thoa gitta khéi u va mé dém lan
can. M6 hinh phan bé nay phan anh mét co ché
trén tranh mién dich mang tinh thich nghi, trong
do su hién dién clia cac té bao T dac hiéu khang
nguyén khéi u - sau khi nhan dién té bao ung thu
- kich hoat céc tin hiéu diéu hoa biéu hién PD-L1
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nhu mot phan Ung diéu hda ngugc nham Gc ché
hoat tinh mién dich. Ngoai ra, su hoat hoa dudng
truyén tin hiéu MAPK & cac té bao u hac t6 khang
Uic ché& BRAF cling ¢4 thé thuc day biéu hién PD-
L1, va hién tuong nay cé thé dao nguac khi tic ché
MEK va PI3K." Mat khac, PD-L1 cling c6 thé dugc
gay ra théng qua tin hiéu sinh ung thu san xuat
béi khoi u.®
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Hinh 2. Céc co ché diéu hoa biéu hién thu thé PD-L1’

2.2.CAC PHUGNG PHAP XAC PINH SU BOC LO
PD-L1

Hoéa m6é mién dich (Immunohistochemistry
- IHQ) la phuang phéap duy nhat dugc Cuc quan
ly Thuc pham va Dugc pham Hoa Ky (FDA) tiing
phé duyét dé xac dinh muc dé boc 16 protein PD-
L1 nham hudng dan diéu tri bang liéu phap mién
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dich. Bay la ky thuat duy nhat cho phép quan sat
va dinh lugng truc tiép su hién dién cla protein
PD-L1 ngaytaivitrind hoat ddng - tucla trén mang
té bao trong vi moi trudng khéi u. Bon xét nghiém
hod mé mién dich PD-L1 tiéu chuan da dugc FDA
phé duyét la Dako PD-L1 IHC 22C3 pharmDx, 28-8
pharmDx (Agilent/Dako), Ventana PD-L1 (SP142)
va PD-L1 (SP263) (Roche/Ventana).11 Cac kit nay



st dung cac dong khéng thé khac nhau (22C3, 28-
8, SP142, SP263) va dugc thiét k& cho cac chi dinh
lam sang cu thé (vi du PD-L1 TPS = 50% v&i thuéc
pembrolizumab, hodc dinh lugng té€ bao mién
dich khi dung atezolizumab). Nghién ctu cho

BAI TONG QUAN

thay 22C3 cho dé nhay phat hién cao nhat, tiép
theo 14 28 - 8 va thap nhat 1a SP142."2 Hiéu qua clia
thuéc dugc chiing minh la cé lién quan dén cac
ngudng PD-L1 dugc do bang phuong phap hoa
mo mién dich nay.

Hinh 3. Nhuém héa mé mién dich PD-L1 trén madu u hdc t6"

Hinh toan b tiéu ban (20x) vdi té bao u duong tinh (viing chi tiét trong vong tron dé, 400x) va té bdo
lympho duong tinh (viing chi tiét trong vong tron vang, 400x) tai ria xam ldn cda khéi u; té bao u dm tinh
(vting chi tiét trong vong tron xanh lam, 400x) va té bao lympho am tinh trong vi méi trudng u
(viing chi tiét trong vong tron xanh Id, 400x

Pém té bao dong chdy (Flow Cytometry):
Phuong phép nay cé kha nang dinh lugng chinh
xac su biéu hién cta PD-L1 trén bé mat ting té
bao riéng lé trong mau bénh pham dang ldng
hoac huyén dich té bao. Phuong phap nay c6 uu
diém la phan tich da mau, dinh lugng chinh xac,
tuy nhién no cling c6 han ché nhu viéc mat mat
béi cdnh mo (vi tri t€ bao trong té chic) va yéu

cau xtr ly mau nghiém ngat, dac biét la khi khong
thu dugc mau mo ran.™ Vi vay, phuong phap nay
thudng hitu ich trong nghién ctu cac bénh ly ung
thu hé tao mau nhu bach cau cép, u lympho, noi
viéc 1ay mau mo ran la kho hoac khong kha thi.'s

Céc phuaong phap phan ti: Cac ky thuat nhu
RT-PCR hodc gidi trinh tu gen thé hé mdi c6 thé
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dinh lugng muc d6 biéu hién cta gen CD274, la
gen ma hoa cho protein PD-L1."® Tuy nhién, cac
phuong phap nay do ludng & cap dé mRNA,
khéng phai lic nao cling tuang quan truc tiép vai
lugng protein chiic nang trén bé mat té bao. Do
do6, ching thudng dugc dung trong nghién cdu
hon la trong chan doén l1am sang thudng quy dé
ra quyét dinh diéu tri.

2.3. Y nghia cda su béc 16 PD-L1 trong
melanoma

Y nghia quan trong nhét cla su boc 16
thu thé PD-L1 chinh la tién lugng hiéu qua diéu
tri cha bénh nhan melanoma déi vai liéu phap Uc
ché& diém kiém soat mién dich. Biéu hién PD-L1 da
dugc nghién ctru rong rai nhumét dau &n sinh hoc
nham tién doan dap ung véi liéu phap tc ché PD -

1/PD-L1 & bénh nhan ung thu té bao hac t6.9 Cac
thir nghiém lam sang ban dau ghi nhan ty lé dap
ung khach quan (objective response rate - ORR)
dao dong khodng 50 - 60% & bénh nhan PD-L1
duong tinh, so v6i 10 - 20% & nhém am tinh.'” Mot
phan tich trén 298 bénh nhan ung thu hac t6 di
can cho thay ORR dat 55,6% & nhém duong tinh
va 37,9% & nhéom am tinh véi PD-L1 véi ngudng
cut-off ctia PD-L1 la 1%."® Trong mét thi nghiém
pha | danh gia nivolumab don tri hodc phéi hop
véi ipilimumab, ty 1&é dap Ung dat 57,1% & bénh
nhan co6 biéu hién PD-L1 > 5% (95% Cl: 28,9% -
82,3%), so v&i 34,8% & nhom < 5% (95% Cl: 16,4%
- 57,3%)." Ngoai ra, ty |& séng chung (OS) sau 3
nam & nhém PD-L1 duacng tinh la 86% (95% Cl:
54% dén 96%), cao hon so véi nhém PD-L1 am
tinh la 59% (95% Cl: 42% dén 72%)."°
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Hinh 4. Ty Ié séng chung (OS, Overall Survival) theo théi gian (thdng) & cdc nhém bénh nhén duoc

Time (months)

diéu tri bang liéu phdp mién dich phdn tdang theo biéu 16 PD-L1"°
(Bénh nhdn c6 PD-L1 > 5% c6 ty Ié s6ng con toan bo cao hon ré rét so véi nhém PD-L1 < 5%,
ddc biétla d méc 2 va 3 ndm)
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Trai v6i nhiéu loai khoi u ac tinh khac khi su
bi€u hién PD-L1 cao thudng lién quan dén tién
luong xau, gid tri tién lugng ctia PD-L1 trong u hac
té con nhiéu phc tap. Mac du ngudi ta da ching
minh dugc rang PD-L1 c6 thé thuc ddy cac dac
diém lién quan dén tién lugng kém nhu kha nang
biét héa, kha nang khéi phat khoi u, su tang sinh,
tang truang khéi u...,° nhung thuc té lai cho thay
vai tro tién lugng ctia PD-L1 chua rd rang. Mot
phan tich gébp gom 17 nghién ctu véi khoang
1.800 bénh nhan cho thay khong c6 bang chiing
vé mdi lién hé gira bi€u hién PD-L1 va thai gian

BAITONG QUAN

séng thém khéng bénh tién trién (Progression-
Free Survival - PFS, p = 0.495) hodc thai gian song
chung (Overall Survival - OS, p = 0,456); tuy nhién,
& nhém bénh nhan di can, PD-L1 duong tinh c6
lién quan dang ké dén su cai thién thai gian séng
chung (p < 0,00001).2 Trong thuc hanh Iam sang
hién tai, biéu hién PD-L1 khéng dugc sirdung don
[& nhu mot yéu to tién lugng & u hdc t6, ma nén
dugc xem nhu moét thanh phan trong méi truéng
mién dich cta khdi u, c6 thé tuong quan vdi ganh
nang dot bién, muc d6 tham nhiém lympho va
cac yéu t6 mién dich vi mo khac.

D Hazard Ratio Hazard Ratio
Sludy or Subgroup logqiHaz: A > 10 \ Xed, 357 )4 X@d, 357
Gadiot 2011 04308 03653 87% 0.65[0.32,1.33] 2010 —r
Kréinig 2011 04947 09315 1.3% 1.84[0.26, 10.18] 2011 S
Taube 2012 09416 03729 83% 0.39(0.19,0.81] 2012 —
Kluger 2015 -0.3425 0.1486 525%  0.71(0.53,0.95) 2015 L
Kakavand 2015 0844 05279 42% 0.43[0.15,1.21] 2015 —
Madore 2015 09676 02157 24.9% 0.38(0.25,0.58] 2015 -
Total (95% CI) 100.0% 0.57 [0.46, 0.70) &

- .p b } } |

Heterogeneity: Ch* =845, df =5 (P =0.13), P=41% 0.01 01 1 10 100

Test for overall effect: Z = 5.25 (P < 0.00001)

Favours [PD-L1+] Favours [PD-L1-]

Hinh 5. Biéu dé so sdnh PD-L1 véi ty Ié séng chung & bénh nhén u hdc té*

(Bénh nhan u hdc t6 di cdn khi c6 tinh trang tdng biéu hién PD-L1 c6 tién lugng séng chung tét hon so vai
nhoém biéu hién it/khéng biéu hién)

3. KET LUAN

PD-L1 la mét ddu an sinh hoc then chét trong
ung thu té bao hac t6, déng vai tro kép trong viéc
gitp khéi u né tranh hé mién dich va dy doan hiéu
qua diéu tri. Su biéu hién cta PD-L1 la mét chi dau
quan trong cho thay bénh nhan c6 kha nang dap
Ung t6t hon vdéi liéu phéap tc ché diém kiém soat
mién dich, thudng lién quan dén tién lugng séng
con dugc cai thién. Du gia tri tién lugng doc lap
clia n6 con phc tap, viéc xét nghiém PD-L1 van la
mot cong cu thiét yéu trong lam sang. Vi vay, viéc
ti€p tuc nghién ctiu vé dau an nay, dac biét tai Viét
Nam, la rat can thiét dé cai thién két qua diéu tri
cho bénh nhan.

TAILIEU THAM KHAO

1. B& Y té. Hudng dén chdn dodn va diéu tri cdc
bénh da liéu. Nha xuat ban Y hoc; 2023.

2. LiH,vanderMerwePA, SivakumarS.Biomarkers
of response to PD-1 pathway blockade. Br J
Cancer. 2022;126(12):1663-1675. doi:10.1038/
s41416-022-01743-4.

3. Xu J, Wang F, Yan Y, Zhang Y, Du Y, Sun G.
Prognostic and Clinicopathological Value of
PD-L1 in Melanoma: A Meta-Analysis. Am J
Med Sci. 2020;359(6):339-346. doi:10.1016/j.
amjms.2020.03.020.

4, Paulson KG, Lahman MC, Chapuis AG, Brownell
l. Immunotherapy for skin cancer. Int Immunol.

s6 51 (Thang 32026) DA LIEU HOC | 103



BAITONG QUAN

2019;31(7):465-475.
dxz012.

5. Chen L, Chao Y, Li W, et al. Soluble immune
checkpoint molecules in cancer risk, outcomes
prediction, and therapeutic applications.
Biomark Res. 2024;12:95. doi:10.1186/540364-
024-00647-0.

doi:10.1093/intimm/

6. Marcucci F, Rumio C, Lefoulon F. Tumor-cell-
associated immune checkpoint molecules:
Drivers of malignancy and stemness. Biochim
Biophys Acta Rev Cancer.2017;1868(1):244-255.
doi:10.1016/j.bbcan.2017.10.006.

7. Arasanz H, Gato-Cahas M, Zuazo M, et al.
PD1 signal transduction pathways in T
cells.  Oncotarget. 2017;8(31):51936-51945.
doi:10.18632/oncotarget.17232.

8. Liu Z, Wang J, Liu H, et al. Recent advances of
immune checkpoint inhibitors in cutaneous
melanoma. Front Immunol. 2023;14:1296341.
doi:10.3389/fimmu.2023.1296341.

9. Mandala M, Merelli B, Massi D. PD-L1 in
Melanoma: Facts and Myths. Melanoma
Manag. 2016;3(3):187-194. doi:10.2217/mmt-
2016-0013.

10. Kakavand H, Rawson RV, Pupo GM, et al. PD-L1
Expression and Immune Escape in Melanoma
Resistance to MAPK Inhibitors. Clin Cancer Res.
2017;23(20):6054-6061. doi:10.1158/1078-
0432.CCR-16-1688.

11.Zhang Y, Wu J, Zhao C, Zhang S, Zhu J. Recent
advancement of PD-L1 detection technologies
and clinical applications in the era of precision
cancer therapy. J Cancer. 2023;14(5):850-873.
doi:10.7150/jca.81899.

12. Jake G. Maule, Lani K. Clinton, Ryon P. Graf,
Jinpeng Xiao, Geoffrey R.Oxnard, Jeffrey S.Ross,
Richard S.P. Huang, et al. Comparison of PD-L1
tumor cell expression with 22C3, 28-8, and
SP142 IHC assays across multiple tumor types.

104 | DA LIEU HOC s6 51 (Thang 3/2026)

J Immunother Cancer. 2022;10(10):e005573.
doi:10.1136/jitc-2022-005573.

13. Botti G, Scognamiglio G, Cantile M. PD-
LT Immunohistochemical Detection in
Tumor Cells and Tumor Microenvironment:
Main Considerations on the Use of Tissue
Micro Arrays. Int J Mol Sci. 2016;17(7):1046.
doi:10.3390/ijms17071046.

14. McKinnon KM. Flow Cytometry: An Overview.
Curr Protoc Immunol. 2018;120:5.1.1-5.1.11.
Published 2018 Feb 21. doi:10.1002/cpim.40.

15. Drescher H, Weiskirchen S, Weiskirchen R.
Flow Cytometry: A Blessing and a Curse.
Biomedicines. 2021; 9(11):1613. doi:10.3390/
biomedicines9111613.

16. Gupta S, McCann L, Chan YGY, Lai EW, Wei W,
Wong PF, Smithy JW, Weidler J, Rhees B, Bates
M, Kluger HM, Rimm DL, et al. Closed system
RT-gPCR as a potential companion diagnostic
test forimmunotherapy outcome in metastatic
melanoma. J Immunother Cancer. 2019;7:254.
doi:10.1186/540425-019-0731-9.

17. Sunshine JC, Nguyen PL, Kaunitz GJ, et al. PD-
L1 Expression in Melanoma: A Quantitative
Immunohistochemical Antibody Comparison.
Clin Cancer Res. 2017;23(16):4938-4944.
doi:10.1158/1078-0432.CCR-16-1821.

18. Cazzato G, Lettini T, Colagrande A, et al.
Immunohistochemical Expression of Progra
mmed Cell Death Ligand 1 (PD-L1) in Human
Cutaneous Malignant Melanoma: A Narrative
Review with Historical Perspectives. Genes.
2023;14(6):1252. d0i:10.3390/genes14061252.

19. Callahan MK, Kluger H, Postow MA, et al.
Nivolumab Plus Ipilimumab in Patients With
Advanced Melanoma: Updated Survival,
Response, and Safety Data in a Phase | Dose-
Escalation Study. J Clin Oncol. 2018;36(4):391-
398. doi:10.1200/JC0.2017.72.2850.



BAITONG QUAN

SUMMARY

THE ROLE OF PD-L1 RECEPTOR IN MALIGNANT MELANOMA

Melanoma is the most aggressive form of skin cancer, associated with the highest malignancy and
mortality rates. The advent of immunotherapy, particularly immune checkpoint inhibitors targeting
the PD-1/PD-L1 axis, has marked a breakthrough, significantly improving patient outcomes. PD-L1 is
a protein expressed on tumor cells and immune cells, playing a central role in suppressing immune
responses and thereby enabling tumor immune evasion. In addition, PD-L1 influences several other
tumor-related biological processes, including differentiation, tumorigenesis, progression, and drug
resistance. Owing to these mechanisms, PD-L1 has emerged as one of the most important biomarkers
for predicting the efficacy of immune checkpoint blockade therapy. However, clinical evidence does
not consistently support the use of PD-L1 as an independent prognostic factor in melanoma. Several
methods are available to detect PD-L1 expression, such as immunohistochemistry, flow cytometry,
and genetic analysis; among these, immunohistochemistry remains the most widely applied in clinical
practice. This review aims to elucidate the biological mechanisms, detection methods, and clinical
significance of PD-L1 expression, while emphasizing the need for further research in Vietnam to
maximize the utility of this biomarker in the treatment and prognosis of melanoma patients.
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