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TOM TAT

Ung thur té bao hic td (melanoma) 14 loai ung thu da c6 d6 ac tinh va ty 1¢ tir vong cao
nhat. Sy ra doi cua liéu phap mién dich, dic biét 1a cac thude e ché diém kiém soat mién dich
nham vao tryuc PD-1/PD-L1, da tao ra mot budc dot pha, gitip cai thién déng ké tién luong cho
bénh nhan. PD-L1 1a mot protein duoc boc 16 trén céc té bao khoéi u va té bao mién dich, dong vai
tro then chdt trong viée trc ché phan tmg mién dich, tir d6 gitip khdi u thoat khoi sy tiéu diét ciia
co thé; ngoai ra PD-L1 con tac dong 1én mot ) qué trinh sinh hoc khéc cta khéi u nhu su biét hoa,
qua trinh phét sinh va phét trién u, sy khang thudc... Chinh vi nhitng co ché nay, PD-L1 di trd
thanh mdt trong nhungx déu 4n sinh hoc quan trong nhét trong tién lugng hiéu qua diéu tri cua lidu
phép trc ché diém kiém soat mién dich. Tuy nhién, néu st dung PD-L1 nhu mot yéu td tién luong
doc 1ap cho bénh nhan ung thu hic t6 thi nhiéu bang chimg 1am sang khong tung ho diéu do. Co
nhiéu phuong phép gitp xac dinh su ¢6 mit va mirc d6 biéu hién ciia PD-L1 nhu hod mé mién
dich, dém té bao dong chay, phan tich gen. .. tuy nhién hoa mé mién dich 1a phwong phap pho bién
va duogc timg dung nhiéu nhit trén 1am sang. Bai tong quan nay sé& gitip 1am rd co ché sinh hoc, cac
phuong phap xéac dinh va ¥ nghia 1am sang ciia sy boc 160 PD-L1, ddng thoi nhin manh sy can thiét
clia cac nghién ctru sau hon tai Viét Nam nham khai thac t6i da gia tri cta du 4n nay trong viéc

diéu tri va tién lugng cho bénh nhan ung thu té bao hic td.
T khoa: Ung thie té bao hdc t6, melanoma, PD-L1, liéu phdp mién dich.
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Ung thu t€ bao hac to6 (maglinant melanoma) ¢ da 1a mot trong nhirng loai ung thu da ac

tinh nhat 'l. Liéu phap mién dich da tao nén budc dot pha trong diéu trj ung thu té bao hic t6 tién
trién, va su biéu hién PD-L1 trong moi truong khdi u da duge chirng minh c6 lién quan chat
ché dén ty 18 dap ting diéu tri bang liéu phap mién dich ?. Bén canh d6 su biéu hién PD-L1 con
gop phan gitip cac bac sy 1am sang tién lugng cho bénh nhan melanoma 1. Vi vai tro kép do,
viéc tim hiéu sau hon vé co ché, ¥ nghia va cac phuong phap xac dinh sy boc 16 PD-L1 1a v6 cing

can thiét.
2. NOI DUNG TONG QUAN

Ung thu té bao hic td chiém dudi 5% tong sb cac loai ung thu da nhung lai gay ty 1é tir
vong cao nhét . Piéu trj bﬁng liéu phap mién dich da ching minh dugc hiéu qua vuot trdi trong
viéc cdi thién tién luong cuia bénh nhan melanoma, ddc biét 1a cac thude e ché PD-1 va PD-L1
[4]

PD - L1 12 mét protein xuyén mang, duoc boc 16 trén té bao u va té bao mién dich trong vi
moi truong khdi u, dong vai tro tic ché hoat dong tiéu diét khdi u cua cac té bao mién dich . Biéu
hién PD - L1 da dugc nghién ctru rng rai nhu mot du 4n sinh hoc tién doan dap ung véi licu
phap tic ché PD - 1/PD - L1 & bénh nhan ung thu té bao hic t6 [l Ngoai ra cling c¢6 nhiéu nghién
ctru chimg minh PD-L1 két hop véi cac yéu té khac c6 kha nang tién lugng bénh nhan ung thu té

bao hic t6 [©1.
2.1. Su bgc 16 PD-L1 trong melanoma

PD-L1 1a mt protein xuyén mang, déng vai trd nhu mot “phanh” mién dich, gitp ngin
chin su hoat hda qua murc ctia hé mién dich. Cac té bao trinh dién khang nguyén s€ boc 16 PD-L1
1én bé mit, khi PD-L1 gin véi receptor PD-1 trén té bao lympho T s& dan téi trc ché tin hiéu kich
hoat tir TCR (T cell receptor), gy ra han ché phat trién va thay doi sy biét hoa ciia lympho T, tham
chi kich hoat chuong trinh chét theo lich trinh (apoptosis) ctia nhimng té bao nay - mot co ché diéu
hoa nguoc 4m tinh viéc hoat hda mién dich. Cac té bao khéi u d3 tan dung co ché nay béng cach
tang biéu hién PD-L1, nham né tranh hodc trc ché phéan ung tn cong tir hé mién dich cia co thé
(7]
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Hinh 1. Co ché e ché mién dich qua truc PD-1/PD-L1 va nguyén Iy tic dong clia khang
thé khang PD-1/PD-L1 [*

Ngoai vai trd trong diéu hoa mién dich, PD-L1 con anh hudng dén nhidu qua trinh sinh hoc
quan trong cua té bao u. Cu thé, PD-L1 thic déy qua trinh biét hoa, khién té bao u mét dic diém
biéu mo, giam két dinh, thay d6i hinh dang va gia tang kha nang di chuyén, xam lan. Pong thoi,
PD - L1 con lam ting kha nang khai phat khéi u, gitp té bao khang lai apoptosis va thudc chong
ung thu, thiic ddy di cin, ting sinh va tang truong khi u, ciing nhu gay thay ddi chuyén hoa té
bao. Thém vao d6, PD-L1 con tic ché qua trinh ty thuc bao va gop phan vao co ché e ché mién

dich trong vi méi truong khéi u [,

Trong ung thu té bao héc td, biéu hién cua PD - L1 ¢6 thé dugc cam ung bdi cac tin hiéu
tir vi moi truong khdi u, dic biét 1a interferon-gamma (IFN-y) dugc tiét ra boi cac té bao lympho
T CD8" da dugc hoat hoa 1. Sy cam ung nay din dén biéu hién khu tra ctia PD - L1 tai cdc vung
tap trung nhiéu té bao T trong khdi u, ndi bat & viing ria xdm 1an — noi giao thoa gitra khéi u va mé
dém lan can. M6 hinh phan b ndy phan anh mot co ché tron tranh mién dich mang tinh thich nghi,
trong do sy hién dién cua cac té bao T dac hi¢u khang nguyén khdi u — sau khi nhén dién té bao
ung thu — kich hoat cac tin hiéu diéu hoa biéu hién PD - L1 nhu mét phan tmg diéu hoa nguoc
nham e ché hoat tinh mién dich. Ngoai ra, su hoat héa duong truyén tin hiéu MAPK & céc té bao
u hic t6 khang (rc ché BRAF ciing c6 thé thac ddy biéu hién PD - L1, va hién tuong nay co thé
dao nguoc khi e ché MEK va PI3K 1'%, Mt khac, PD - L1 ciing c6 thé dugc giy ra théng qua tin

hiéu sinh ung thu san xuat boi khdi u 7.
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Hinh 2. Céc co ché diéu hoa biéu hién thu thé PD-L1"!

2.2. Cac phuwong phap xac dinh sw bc 16 PD-L1

Hoéa mé mién dich (Immunohistochemistry - IHC) 12 phuong phap duy nhat duoc Cuc quan

1y Thuc phém va Duoc phém Hoa Ky (FDA) ting phé duyét dé xac dinh mutrc d6 boc 1o protein

PD-L1 nhiam huéng dan diéu tri bang liéu phap mién dich. Pay 13 k¥ thuat duy nhat cho phép quan

sat va dinh luong truc tiép su hién dién cua protein PD-L1 ngay tai vi tri n6 hoat dong — tirc 1a trén

mang té bao trong vi moi truong khdi u. Bon xét nghiém hoa mo mién dich PD-LI tiéu chuan da
duogc FDA phé duyét 1a Dako PD-L1 IHC 22C3 pharmDx, 28-8 pharmDx(Agilent/Dako), Ventana
PD-L1 (SP142) va PD-L1 (SP263) (Roche/Ventana) ['!l. C4c kit nay sir dung cac dong khang thé
khac nhau (22C3, 28-8, SP142, SP263) va duoc thiét ké cho cac chi dinh 1dm sang cu thé (vi du

PD-L1 TPS > 50% véi thudc pembrolizumab, hodc dinh lugng té bao mién dich khi dung

atezolizumab). Nghién ciru cho thiy 22C3 cho d6 nhay phat hién cao nhét, tiép theo 1 28-8 va

thap nhat 1a SP142 ['?], Hiéu qua cua thude duge chimg minh 1a ¢6 lién quan dén cac ngudng PD-

L1 dugc do bang phuong phap hoa mé mién dich nay.
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Hinh 3. Nhugm héa mé mién dich PD-LI trén mdu u hic té6 ")

Hinh toan bé tiéu ban (20x) véi té bao u dwong tinh (viing chi tiét trong vong tron dé, 400x) va
té bao lympho dwong tinh (vimg chi tiét trong vong tron vang, 400x) tai ria xam lan cia khoi u;
té bao u am tinh (viing chi tiét trong vong tron xanh lam, 400x) va té bao lympho dm tinh trong vi

méi truong u (viing chi tiét trong vong tron xanh ld, 400x

Pém té bao dong chay (Flow Cytometry): Phuong phap nay c6 kha ning dinh luong chinh
xac su biéu hién ctia PD-L1 trén bé mit timg té bao riéng 1é trong mau bénh pham dang 1ong hodc
huyén dich té bao. Phuong phap nay c¢6 uu diém 1a phan tich da mau, dinh luong chinh xac, tuy
nhién n6 ciing c¢6 han ché nhu viéc mat mat bbi canh mé (vi tri té bao trong t6 chirc) va yéu cau
xtr Iy mau nghiém ngit, dic biét 1a khi khong thu duoc mau moé ran ', Vi vay phuong phap nay
thudng hiru ich trong nghién ciru cac bénh 1y ung thu hé tao mau nhu bach cau cép, u lympho, noi

viéc lay mau mo ran 1a kho hodc khong kha thi 15,
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Céc phuong phap phan tir: Cac ky thuat nhu RT-PCR hodc giai trinh ty gen thé hé méi co
thé dinh lwong muc do biéu hién cia gen CD274, 14 gen ma hoa cho protein PD-L1 ['°]. Tuy nhién,
cac phuong phap nay do luong & cip do mRNA, khong phai lic ndo ciing twrong quan truc tiép véi
luong protein chirc ning trén bé mit té bao. Do d6, chiing thuong dugc ding trong nghién ciru hon

1a trong chan doan 1am sang thuong quy dé ra quyét dinh diéu tri.
2.3.Y nghia ciia sw boc 16 PD-L1 trong melanoma

Y nghia quan trong nhét cta su boc 16 thu thé PD — L1 chinh la tién luong hi¢u qua diéu
trj ctia bénh nhan melanoma d6i véi liéu phap trc ché diém kiém soat mién dich. Biéu hién PD -
L1 da duoc nghién ctru rong rii nhu mot dau 4n sinh hoc nham tién doan dap tmg véi liéu phap
trc ché PD - 1/PD - L1 ¢ bénh nhan ung thu té bao hac t6 . Cac thir nghiém 1am sang ban dau
ghi nhén ty 1€ dap tmg khach quan (objective response rate — ORR) dao dong khoang 50 — 60% &
bénh nhan PD - L1 duong tinh, so véi 10 — 20% & nhom am tinh ['”). M6t phan tich trén 298 bénh
nhan ung thu hic t di can cho thdy ORR dat 55,6% & nhém duong tinh va 37,9% ¢ nhom 4m tinh
v6i PD - L1 voi ngudng cut-off cua PD - L1 1a 1% ¥, Trong mot thir nghiém pha I danh gia
nivolumab don tri hoac phéi hop v6i ipilimumab, ty 1€ dap Gng dat 57,1% & bénh nhan co biéu
hién PD - L1 > 5% (95% CI: 28.9% - 82.3%), so voi 34,8% & nhom < 5% (95% Cl: 16.4% -
57.3%) 4. Ngoai ra, ty 18 sdng chung (OS) sau 3 nim ¢ nhém PD-L1 dwong tinh 12 86% (95%
CI: 54% dén 96%), cao hon so véi nhém PD-L1 am tinh 1a 59% (95% CI: 42% dén 72%)["°).
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Hinh 4. T¥ 1¢ séng chung (OS, Overall Survival) theo thoi gian (thang) & cic nhém
bénh nhin dwoc diéu tri bang liéu phap mién dich phan ting theo biéu 16 PD-L1 ! (Bénh
nhan co PD-L1 > 5% co ty l¢é Sdng con toan bo cao hon ré rét so voi nhom PD-LI1 < 5%, ddac
biét la & moc 2 va 3 nam).

Trai v6i nhiéu loai khdi u 4c tinh khac khi sy biéu hién PD - L1 cao thudng lién quan dén
tién lwong x4u, gia tri tién luong ciia PD - L1 trong u hic t6 con nhiéu phirc tap. Mic du ngudi ta
da chimg minh dugc rang PD-L1 c6 thé thic dy cac dic diém lién quan dén tién lugng kém nhu
kha ning biét hoa, kha nang khai phat khdi u, su ting sinh, ting truong khi u. .. ), nhung thyc té
lai cho thay vai tro tién lwong ctia PD-L1 chua 18 rang. Mot phan tich gop gom 17 nghién ctru véi
khoang 1.800 bénh nhan cho thay khong c6 bang ching vé mbi lién hé giita biéu hién PD - L1 va
thoi gian séng thém khong bénh tién trién (Progression-Free Survival — PFS, p = 0.495) hodc thoi
gian séng chung (Overall Survival — OS, p = 0.456); tuy nhién, & nhém bénh nhan di cin, PD -
L1 dwong tinh c6 lién quan dang ké dén su cai thién thoi gian sdng chung (p < 0.00001) BJ. Trong
thuc hanh 1am sang hién tai, biéu hién PD - L1 khong dugc st dung don 1€ nhu mot yéu td tién
luong 6 u héc td, ma nén dugc xem nhu mot thanh phﬁn trong moi truong mién dich cua khoi u,

c6 thé tuong quan véi ganh nang dot bién, mirc d§ tham nhiém lympho va cac yéu t6 mién dich vi

mo khac.
Hazard Ratio Hazard Ratio
—Stu.; .rSubgroup log[Hazard Ratio]  SE Weight IV, Fixed. 95% Cl| Year IV, Fixed. 95%Cl
Gadiot 2011 -04308 0.3653 8.7% 0.65[0.32,1.33) 2010 =l
Kronig 2011 04947 09315 1.3% 1.64[0.26, 10.18]) 2011 — e
Taube 2012 -0.9416 03729 8.3% 0.39(0.19,0.81) 2012 i
Kluger 2015 -0.3425 0.1486 525% 0.71(0.53,60.95) 2015 L
Kakavand 2015 -0.844 05279 42% 0.43(0.15,1.21] 2015 <7 B
Madore 2015 -0.9676 0.2157 24.9% 0.38(0.25,0.58) 2015 -
Total (95% CI) 100.0% 0.57 [0.46, 0.70) ¢
= = = 2 I + } {
Heterogeneity: Ch? = 8.45,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 d6 so sanh PD-L1 véi ti 1¢ song chung ¢ bénh nhin u hic t6 1.

(Bénh nhdn u hdc té di can khi ¢6 tinh trang ting biéu hién PD-LI c6 tién leong song chung tot
hon so v&i nhém biéu hién it/khong biéu hién )

3. KET LUAN
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PD-L1 1a mot dau an sinh hoc then chot trong ung thu t€ bao hac to, dong vai tro kép trong

viéc gitip khdi u né tranh hé mién dich va du doan hiéu qua diéu tri. Sy biéu hién cua PD-L1 1a
mot chi ddu quan trong cho thay bénh nhan c6 kha ning dap tmg t6t hon véi liéu phap e ché diém
kiém soat mién dich, thuong lién quan dén tién luong séng con duogc cai thién. Du gié tri tién lugng
doc lap ctia n6 con phuc tap, viéc xét nghi¢m PD-L1 van 13 mot cong cu thiét yéu trong 1am
sang. Vi vay, viéc tiép tuc nghién ctru vé diu 4n nay, dac bi¢t tai Viét Nam, la rt can thiét dé cai

thién két qua diéu tri cho bénh nhan.
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SUMMARY
Review article
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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