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TOM TAT

Mouc tiéu: Pdanh gid két qua ciia phac dé héa tri két hop pembrolizumab trong
diéu tri budc 1 bénh nhdn (BN) ung thw phéi khong té bao nhé giai doan di cin xa cé
PD-L1>1%, EGFR(-), ALK(-) va ROSI(-): thoi gian song con toan bj, thoi gian séng
khong bénh tién trién, mot sé doc tinh diéu tri.

Doi tiwgng va phwong phdp: BN ung thuw phoi khdng té bao nhé giai doan di can
xa ¢é PD-L1>1%, EGFR(-), ALK(-) va ROS1(-) dwoc diéu tri buéc 1 bang phdc do héa
iri két hop pembrolizumab tw nam 10/2019 dén 02/2023 tai Bénh vién Qudn y 175 voi
cdc tiéu chudan lua chon va loai triv phu hop. Nghién cuu (NC) thuan tap, hoi ciru.

Két qua: NC thu nhan dwoc 52 BN voi dac diém: tuoi trung binh 68,9+18,8;
84,6% la nam; 53,8% cé PS=I va 46,2% cé PS=2; 78,8% c6 hit thuoc, gidi phdu
bénh loai carcinoma 1é bao tuyén chiém 78,8%, carcinoma té bao gai chiém 21,2%; c6
48,1% BN béc 16 PD-L1 mirc thdp (1-49%) va 51,9% béc 16 mike cao (>50%); 40,4%
c6 di can ndo tir khi bat dau vao NC, c6 03 phdc do héa tri dwoc chon gom 02 phdc do
cho ung thu té bdo tuyén la cisplatin/pemetrexed chiém 38,5%, carboplatin/pemetrxed
chiém 38,5% va phdc do carboplatin/paclitaxel chiém 23,1% cho cdc BN ¢6 gidi phdu
bénh la carcinoma té bao gai; BN dwoc héa tri véi sé chu ki 4/5/6 véi ty 1é lan lwot la
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21,2%/42,3%/36,5%, 1y 1é tudn thi ding phdc do la 91,9%; déc tinh dg 3 tro- 1én gom
thiéu mau 15,4%, giam bach cau hat 34,6%, giam tiéu cau 3,8%, bénh phéi mo ké 3,8%.
Két cuc: thoi gian theo doi trung binh 24,0 thdng, trung vi PFS = 15 thang (khodng tin
cay (KTC) 95%: tir 11 dén 28 thang), trung vi OS = 23,0 thang (KTC 95%: tir 18 dén 28
thang), BN ¢é mirc d biéu hién PD-LI cao (>50%) c¢é OS va PFS cao hon c6 y nghia
théng ké so véi nhém c6 mirc d¢ biéu hién PD-LI thap (1-49%) véi Log-rank test ¢6 tri
s6 p lan it 1a 0,003 va 0,0018.

Két ludn: Phéc doé héa tri két hop pembrolizumab trong diéu tri buéc 1 BN
ung thie phoi khéng té bao nhé giai doan di can xa c6 PD-L1>1%, EGFR(-), ALK(-) va
ROSI(-) ¢6 ddc tinh & mire chdp nhdn dwoc, cdi thién song con trén ca OS va PFS so véi
héa tri kinh dién, ddc bi¢t la & cde BN c¢6 mirc dg biéu hién PD-LI cao.

Tir khéa: Ung thu phoi khéng té bao nhé, pembrolizumab.

RESULT OF PEMBROLIZUMAB PLUS CHEMOTHERAPY IN THE
FIRST-LINE THERAPY FOR DISTANT METASTATIC NON-SMALL-CELL
LUNG CANCER WITH PD-L1 >1%, EGFR(-), ALK(-) AND ROS1(-)

SUMMARY

Objectives.: Evaluating the results of chemotherapy with pembrolizumab in the
firstline treatment for patients with distant metastatic non-small cell lung cancer with

PD-L1>1%, EGFR(-), ALK(-) and ROS1(-): overall survival, progression-free survival,
treatment-related adverse events.

Subjects and methods: Patients with distant metastatic non-small cell lung
cancer with PD-L1>1%, EGFR(-), ALK(-) and ROSI(-) received chemotherapy plus
pembrolizumab as first-line treatment from October 2019 to Feb 2023 at Military Hospital
175 with appropriate inclusion and exclusion criteria. Cohort study, retrospective.

Results: The study enrolled 52 patients with the following characteristics:
average age 68.9t18.8; 84.6% are male; 53.8% had PS=1 and 46.2% had PS=2;
78.8% are smoker,; pathologic evaluation: adenocarcinoma accounted for 78.8%,
squamous cell carcinoma accounted for 21.2%,; 48.1% expressed PD-LI at levels
1-49% and 51.9% showed levels >50%, 40.4% had brain metastases from the start
of the study, there were 03 chemotherapy regimens selected including 02 regimens
for adenocarcinoma: cisplatin/pemetrxed accounted for 38.5%, and carboplatin/
pemetrxed regimen accounted for 38.5% and carboplatin/paclitaxel regimen
accounted for 23.1% for patients with squamous cell pathology. Patients received
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chemotherapy with 4/5/6 cycles with rates of 21.2%/42.3%/36.5% respectively; The
rate of adherence to pembrolizumab according to the regimen was 91.9%, Grade 3 or
worse adverse events include anemia 15.4%, neutropenia 34.6%, thrombocytopenia
3.8% and interstitial lung disease 3.8%. Outcomes: mean follow-up 24.0 months,
median PFS = 15.0 months (95% CI: 11 to 28), median OS = 23.0 months (95% CI:
18 to 28), patients with high PD-L1 expression levels (=50%) had significantly higher
OS and PFS than the group with low PD-L1 (1-49%) with Logranks test with p values
respectively are 0.003 and 0.0018.

Conclusions: Pembrolizumab plus chemotherapy in first-line treatment for
patients with distant metastatic non-small-cell lung cancer with PD-L1>1%, EGFR(-),
ALK(-) and ROS1(-) has acceptable toxicity, improves both OS and PFS, especially in
patients with high PD-L1 expression levels.

Keywords: Non-small-cell lung cancer, pembrolizumab.

1. PAT VAN DE bién gen phu hop véi cac lidu phap diéu
tri nham dich, do dé viéc tim hiéu nhim
kham pha ra nhitng huéng diéu tri phit hop
hon cho ting nhom BN ludn luén duogc
quan tim va c6 nhiéu kham pha méi. Mot
trong nhitng kham pha do la viéc tim ra
chét kiém soat mién dich PD-1/PD-L1.
Té bao budu biéu hién PD-L1 (Program
(cell) death ligand 1/ phdi tir cta protein
chét theo chuong trinh 1) gin két vao thu
thé PD-1 (Program (cell) death 1/ protein
chét t& bao theo chuong trinh 1) trén bé
mit t& bao lympho T, gay kim him chtrc
ning doc té bao cua lympho va gitp cho
té bao budu lan tranh duge hé mién dich,
khién cho viéc diéu tri ung thu tré nén khoé
khan. Thudc trc ché chdt kiém soat mién
dich (ICT) ra doi nham ngan can viéc gan
két ctia PD-L1 v6i PD-1 tir d6 tai kich hoat
hoat dong khang budu cua té bao lympho
T. Trong diéu tri UTPKTBN giai doan di
can xa, khong c6 cac dot bién dich thuong

Ung thu phoi khong té bao nho
(UTPKTBN) 1a loai ung thu phd bién
hang dau, theo sb liéu GLOBOCAN nim
2020 trén thé giéi mdi nim c6 hon 2.2
tri¢u nguoi méc méi va 1,7 triéu nguoi t
vong, ding hang dau trong tir vong do ung
thu [4]. Hon nira, bénh thuong duogc phat
hién véi ty 1€ cao da & giai doan mudn.
Trude day, diéu tri UTPKTBN giai doan
di can xa chu yéu dua vao hoa tri bd doi co
platinum va hau nhu khong cé su khéac biét
vé hiéu qua diéu trj giira cac bo d6i nay
[1]. Véi nhiing tién bo ciia sinh hoc phan
tu trong bénh 1y ung thu ndé1 chung va ung
thu phdi néi riéng, viéc kham pha ra cac
dot bién va cac thuéc nham dich phan tir
nho gitip cho viéc diéu tri nham dich ung
thu phoi dat duoc nhiing hiéu qua mang
tinh budc ngodt [4]. Tuy nhién khong phai
bénh nhan (BN) nao cling c6 nhirng dot
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gip (EGFR, ALK, ROSI,...), nhiéu thir
nghiém 1am sang voi cac thude didu tri mién
dich theo co ché trén (pembrolizumab,
atezolizumab, nivolumab,...) da ching
minh duoc hiéu qua diéu tri va duoc
khuyén cao manh mé trong cac huéng dan
quéc té [4]. Ngoai diéu tri don tri, viéc
NC két hop dong thoi hoa tri v6i thude G
ché chét kiem soat mién dich da dua lai
nhitng hiéu biét méi vé co ché cua diéu
tri cling nhu chirng minh dugc hi€u qua
thue té cua phac dd két hop nay trén nhiéu
ti€u chi nhu: tang ty 1€ dap Ung, thoi gian
song con khong bénh va séng con toan bo

[51.[61.[7]..

Tai Viét Nam, phac dd hoa trj két
hop thude trc ché chét kiém soat mién dich
pembrolizumab trong diéu tri UTPKTBN
da dugc BO y té chap thuan tir nam 2019.
Tuy d3 c6 mot s6 NC danh gia doc tinh va
hiéu qua cta phac do nay nhung hau hét 3
cac NC c6 ¢d mau nho va thoi gian theo
ddi ngan hodc chi 1a mot phan nhom trong
mot NC diéu tri mién dich véi nhiéu bude
va nhiéu cach phdi hop, vi vay chiing t6i
tién hanh NC véi tén: “Panh gia két qua
ctia phac d6 hoa tri két hop pembrolizumab
trong diéu tri budc mot bénh nhin Ung
thu phdi khong té bao nhé giai doan di can
xa c¢6 PD-L1>1%, EGFR(-), ALK(-) va
ROS1(-)” véi cac muc tiéu cu thé nhu sau:

—  Dénh gid hi¢u qua cua phac
d6: thong qua thoi gian sdng thém toan bo
(OS) va thoi gian séng thém khong bénh
tién trién (PFS).

—  Dénh gié tinh an toan: thong
qua danh gia ty 1¢, mirc d0 mdt s6 doc tinh
ctia phac dd diéu tri.

2. POI TUQONG VA PHUONG
PHAP NGHIEN CUU

1.1. Doi twong nghién ciru

Cac BN UTPKTBN dugc diéu tri
bang phéc hoéa tri két hop pembrolizumab
tir 10/2019 dén 2/2023 tai Vién Ung budu
va Y hoc hat nhan — BV Quéan y 175 véi
céc tiéu chuén lya chon nhu sau:

- Tiéu chuén chon vao: C6 chi s
PS (chi s6 toan trang) 0-1 hodc 2; giai doan
IV theo AJCC-8, c6 két qua sinh thiét mo
bénh hoc thudc nhém khong té bao nho,
c6 x¢t nghiém giai trinh tu cadc gen EGRF,
ALK, ROS1 va khong cé chi dinh diéu
tri thuéc nhdm dich, xét nghiém PD-LI
duong tinh véi ty 1€ >1%, xét nghi¢m churc
nang gan than, cong thirc mau du diéu kién
hoa tri.

- Tiéu chuan loai trir: BN diéu tri
budc 2, thoi gian tir khi bat dau diéu tri
chua du 3 chu ki, ho so bénh an khong
ghi nhan dugc cac thong tin trong muc
tiéu NC.

1.2. Phwong phap nghién ciru
Thiét ké nghién ciu:

NC thuan tap, hoi ctru va tién ctru.
Quy trinh diéu tri cia BN nghién ctu:
Hoi chan da chuyén khoa chi dinh diéu
tri hoa tri két hop pembrolizumab; hoéa tri
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+ pembrolizumab: pembrolizumab pha
truyén tinh mach ngay 1 trong 60 phiit mdi
21 ngay, hoa trj két hop theo timg phac dd
mdi 21 ngdy x 4-6 chu ki; két thic hoa tri
duy tri pembrolizumab méi 21 ngay. Panh
gia doc tinh vao ngay 0 trudce diéu tri, danh
gia dap Gmg diéu tri sau mdi 3 chu ki.
Tiéu chudn déanh gid:

BN duoc chup CLVT toan than
(chup toan b vung co - nguc — bung chéu)
va MRI ndo danh gia dap ung diéu tri sau
mdi 3 chu ki theo tiéu chuan iRECIST

phién ban 1.1 (Modified response
evaluation criteria in solid tumors in

3. KET QUA NGHIEN CUU

cancer immunotherapy 4 trials). Cac doc
tinh danh gia theo tiéu chuan cia Vién ung
thu qubc gia Hoa Ky (CTCAE - Common
terminology criteria for adverse events)
phién ban 2.1.

1.3. Thu thép va xi¢ ly so liéu

Xt 1y sb liéu: Nhap liéu bang
phan mém Epidata 3.1, xir 1y s6 liéu bang
R3.6.3; cac phép kiém Log-rank dugc coi
1a c6 y nghia thong ké néu p < 0,05.

Pao duc trong nghién cuu: NC
hoéi ciru, thong tin bénh nhan duoc bao
mat.

3.1.Dic diém bénh nhén nghién ciru
NC di thu nhan dugce 52 bénh nhan véi cac dic diém sau:
Bang 1: Pic diém dich t&, bénh 1y va diéu tri cia BN

Pic diém S6 lwong Ty 18 (%) Tong
TB: 68,9+18,8
Tudi Nho nhat 43 100 100%
Lén nhat 88
Gioi tinh Nam/ Nt 44/8 84,6/15,4 100%
Hut thudce Co6/ Khong 41/11 78,8/21,2 100%
PS 1/2 28/24 53,8/46,2 100%
Mo bénh hoc | Carcinoma tuyén/gai 41/11 78,8/ 21,2 100%
Di can nao C6/Khong 14/38 40,4/59,6 100%
) 1 Cao (50%) 25 51,9 0
TYIRPD-LL I 1y (1-49%) 27 48,1 100%
Clsplatlg/pemetrexed 20 38.5
) Carboplatin/peme- 20 385
Hoa chat trexed 12 23’ 0 100%
Carboplatin/paclitaxel ’
Chu ki hoa tri 4/5/6 11/22/19 | 21,2/42,3/36,5 100%
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* Nhan xet:

- BN cha yéu 1a nam, c6 hut thude chiém ty 1¢ cao (78,8%) va 100% nam gidi
c6 hut thube.

- Loai mé bénh hoc té bao tuyén chiém ty 1¢ cao hon nhiéu so véi loai té bao gai,
khong c6 cac loai giai phau bénh khac.

- Chi c6 3 phac dd hoa tri duge chon, trong d6 100% BN ung thu biéu mo tuyén
duoc hoa tri phac d6 platinum + pemetrexed, 100% bénh nhan ung thu biéu méd gai hoa
tri bang phac do carboplatin/paclitaxel.

- T4t ca BN déu hoéa tri dugc t6i thiéu 4 chu ki.

- BN ¢6 ty 1& boc 16 PD-L1 cao va thap chiém ty 1¢ kha tuong dong.
3.2.Két qua diéu tri

Thoi gian theo doi trung binh ciia BN trong NC 1a 24,1 thang.
3.2.1.Thoi gian song thém toan bé (OS) va cdc yéu té anh huong

* Thoi gian séng thém toan bé ciia toan bo BN trong NC (thdng)

Median: 23 months, 95%CI: 18-28
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Biéu d6 1: Thoi gian séng thém toan bd chung (thang)
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* So sanh thoi gian song thém todn bé theo mirc dd biéu hién PD-LI

PD-L1: =50%, n=25, events = 18, median: 28 months (95%CI: 26-32)
PD-L1: 1-49%, n=27, events = 23, median: 16 months (95%CI: 11-22)
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Biéu db 2: So sanh thoi gian (thdng) séng thém toan bo theo PD-L1

Nhan xét: BN ¢6 ty 1€ boc 10 PD-L1 cao (>50%) gidm nguy co tr vong 70% so
v6i BN ¢6 ty 1& boc 16 thap (HR: 0.30, KTC 95% tir 0,13 dén 0,67, p=0,003).

* So sanh thoi gian so”hg thém toan bé ciia BN theo mét sé dac diém khdc

Khi str dung kiém dinh Log-ranks test nham so sanh thoi gian sdng thém toan bo
theo mot sd dic diém déu khong thy c6 su khac biét c6 ¥ nghia thong ké, vai tri s6 p cu
thé nhu sau: nam so véi nit (p=0,83); ¢6 hut thude so voi khong (p=0,47); ¢ PS1 so véi
PS2 (p=0,88); ung thu biéu mo té bao tuyén so voi ung thu biéu mé té bao gai (p=0,61);
c6 di cin ndo tir dau so voi khong (p=1); dung 3 phac db hoa tri khac nhau (p=0,83); s6
chu ki héa tri khac nhau (p=0,7).
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3.2.2. THOI GIAN SONG THEM KHONG BENH TIEN TRIEN (PFS)
VA CAC YEU TO ANH HUONG

* Thoi gian song thém khong bénh tién trién ciia toan bg BN trong NC (thdng)

Median: 15 months, 95%CI: 11-28

=
=
-

Cumulative probability
= e e
3 2 5

< i -

o

=1

3
.

0 1 20 30 )
Thang
Number at risk

52 42 5 1 1

[ 40

:umulative probability

Biéu db 3: Thoi gian séng thém khang bénh tién trién chung

* So sanh thoi gian song thém khong bénh tién trién theo mirc 80 biéu hién PD-L1

PD-1L1: =50%. n=25, events = 11, median: 25 months (95%CI: 12-NA)
PD-L1: 1-49%, n=27, events = 19, median: 11 months (95%CI: 10-NA)
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Biéu dd 4: So sanh thoi gian (thang) séng thém khong bénh tién trién theo PD-L1

Nhan xét: BN ¢6 ty 18 boc 16 PD-L1 cao (>50%) giam nguy co tién trién bénh
69% so v6i BN ¢o ty 1& boc 16 thap (HR: 0.31, KTC 95% tir 0,16 dén 0,60, p=0,0018).

* So sanh thoi gian song thém khéng bénh tién trién theo mét sé dic diém khdc

Khi dung kiém dinh Log-ranks test nham so sanh thoi gian song thém toan bo
theo mot s6 dic diém déu khong thy c6 su khac biét ¢6 ¥ nghia thong ké, voi tri s p cu
thé nhu sau: Nam so véi nit (p=1); c¢6 hut thudc so v6i khong (p=0,5); ¢6 PS1 so véi PS2
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(p=0,6); ung thu biéu mo té bao tuyén so véi ung thu biéu mé té bao gai (p=0,5), c6 di
can ndo tir ddu so voi khong (p=0,8); dung 3 phac dd héa tri khac nhau (p=0,9); s6 chu

ki hoa tri khac nhau (p=0,3).

3.2.3.Mét s6 dpc tinh ciia diéu tri

Bang 2: Mot s6 doc tinh cua diéu tri

. an L, . .~ | P03 tré
Tén doc tinh Moi d6 1én (%)
Giam BC
hat 35(67,3) | 18 (34,6)
, Thiéu mau |19 (36,5)| 8 (15,4)
Huyét hoc A HA
Y G1an3 tiéu 8(154) | 2(3,8)
cau
Suy than | 7 (13,5) 0
Tang men 12 (23,0) 0
gan
Suy giap | 1(1,9) 0
Cuong giap 0 0
Suy thuong 0 0
Ngoéi than
huyéthoc | Benh phéi
16 kG 50, | 268

Nhan xet:

- Trong cac doc tinh do diéu tri hay gap nhét va do nang nhét 1a cac doc tinh vé
huyét hoc (bao gém giam bach cau hat, thiéu mau, giam tiéu céu), 100% cac doc tinh
nay déu xdy ra trong qué trinh két hgp héa tri va pembrolizumab, cac truong hop cé doc
tinh d6 3 déu phai tri hodn diéu tri (bao gdm ca hoa tri va pembrolizumab).

- Céc doc tinh lién quan dén mién dich chi gip 2 trudng hop bénh phdi mo ké
do mién dich va phai ngung diéu tri vi pembrolizumab. Céc trudng hop nhe (46 1,2)
duoc diéu tri ndi khoa va van co thé duy tri pempbolizumab.

4.BAN LUAN Tudi trung binh BN trong NC cia
chung t6i 12 68,9+18.8, BN cao tudi nhat 13
88, nho nhat 1a 42 tudi. Do tudi BN trong

NC nay cao hon so v&i mot so tac gia khac

4.1. Pic diém ciia nhém bénh
nhén trong nghién ciru
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nhu Nguyén Ding Thuan An 13 59,5 tudi
[3], Lé Tuan Anh la 60 tudi [2], nhung
trong duong v6i NC KEYNOTE-189,
mot NC duoc coi nhu dién hinh nhét vé
danh gia hiéu qua phoi hop hoa tri va mién
dich d6i véi BN UTPKTBN khong té bao
gai 13 65,0 tudi [5].

Ty 1¢ BN nam trong NC nay chiém
ty 1¢ cao (84,6%, ty 1¢ nam/nit 5,5/1) so
v6i nhiéu NC khac, ty 1& nam/nit cta tac
gia Nguyén Ding Thuan An 1a 2,6/1 [3],
ctia Lé Tuan Anh 14 2,5/1 [2], nguyén nhan
c6 thé do BV Quén y 175 tiép nhan diéu tri
cho nhiéu BN 1a quan nhan va d6i tuong
nay chi yéu 1a nam.

Vé thé mo bénh hoc, NC nay thu

nhan ca 2 nhém BN carcinoma té bao tuyén
(78,8%) va carcinoma té bao gai (21,2%),
khéac voi NC KEYNOTE-189 [5] chi thu
nhan BN UTPKTBN dang khong phai té
bao gai, va NC KEYNOTE-407 [6] chi thu
nhén BN carcinoma té bao gai.

Mtric 6 boc 16 PD-L1: Ty I¢ BN
bdc 10 PD-L1 muc >50% (tinh theo TPS)
trong NC nay cao hon déng ké so véi cac
tac gia khac. Tuy nhién ching t61 khong
thu nhan céac truong hop c6 PD-L1<1% va
khong dugc xét nghiém. Ty 1€ boc 16 PD-
L1 cao di dugc ching minh 13 yéu t6 tién
luong quan trong véi hiéu qua cua diéu tri
pembrolizumab qua nhiéu NC.

Béang 3: Muc d6 boc 10 PD-L1 theo mot s6 NC (%)

NC/PD-L1 >50% 1-49% <1% Khong XN
P Khong Khong

Chung t61 (n=52) 51,9 48,1 thu nhan thu nhan
N.D.T An (n=47) [3] 25,5 53,2 10,6 12,8
Lé Tuan Anh (n=118) [3] 21,2 458 33,0
KEYNOTE-189 [5]

32,2 31,2 31,0 5,6
(nhanh pembrolizumab n=410)
KEYNOTE-407 [6]

26,3 37,0 34,1 2,6
(nh&nh pembrolizumab=278)

4.2. Thoi gian song thém va cac
yéu t6 anh hwéng

Thoi gian theo doi trung binh
cua NC la 24,1 thang. Trung vi thoi gian
song thém khong bénh tién trién (PFS)

tinh bang phuong phap Kapplan-Meier 1a
15,0 thang (KTC 95%: tir 11,0 dén 28,0
thang). Két qua NC nay cao hon dang
ké so v&i mot NC co thiét ké kha tuong
dong 1a KEYNOTE-189 [5] (RCT phase
3, budc 1, BN UTPKTBN khéng té bao
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gai) & thoi diém cép nhat 23,1 thang theo
doi trung vi PFS 1a 9,0 thang & nhom hoa
tri + pembrolizumab (phac d6 gidng véi
NC cua ching t61) va 4,9 thang & nhom
chi hoa tri (HR=0,48 (KTC 95%: 0,40-
0,58)). Tuong tu ciling cao hon so voi
NC KEYNOTE-407 [6] & thoi diém cap
nhat 5 nam theo ddi (thiét ké tuong tu NV
KEYNOTE-189 cho BN carcinoma té bao
gai) trung vi 8,0 thang & nhom két hop va
5.1 thang & nhém chi héa tri (HR=0,62
(KTC 95%: 0,52-0,74)).

Trung vi thoi gian séng thém toan
bd (OS) cua NC la 23 thang (KTC 95%: tur
18 dén 28 thang). Két qua c6 cao hon khong
dang ké so vé6i NC KEYNOTE-189 va
KEYNOTE-407 ¢ nhom dugc dung phac
dd két hop twong tu v6i NC ciia chung toi
lan Iuot 1a 22,0 thang 17, 2 thang. O nhém
chi hoa tri, trung vi nay thip hon dang ké 1a
10,7 thang va 11,6 thang (HR trong 2 NC
1an luogt 14 0,56 (KTC 95%: 0,45-0,70) va
0,71 (KTC 95%: 0,59-0,85)).

Céac két qua vé OS va PFS nay
c6 thé do NC cua ching t61 chi chon lya
cac bénh nhan duoc Xép vao nhom PD-L1
duong tinh (ty 1€ boc 10 >1%), trong khi
ca 2 NC trén déu chon ca cac BN khong
dugc xét nghiém PD-L1 va cac bénh nhan
am tinh (ty 1¢ boc 16 PD-L1<1%). Trong
khi dich diéu tri ciia pembrolizumab chinh
la ngan chan phuc hop PD-1/PD-L1, thuc
té két qua cac NC KEYNOTE 189 va 407
cling chi ra nhém BN c6 ty 1€ boe 10 PD-
L1 cang cao thi két cuc séng thém cang
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cao. Chinh vi vay, voi cac BN c6 ty 1€ boc
16 PD-L1 cao khi khong phu hop véi hoa
tri (hodc BN khong dong y hoa tri) thi diéu
tri pembrolizumab don tri ciing 14 mét lua
chon c6 thé chip nhan [7].

Khi d4nh gia cac yéu t6 anh huong
dén thoi gian séng thém (OS va PFS), NC
nay chung toi ghi nhan dugc muc do biéu
hién PD-L1 cao giam duoc nguy co tién
trién bénh 69% (HR=0,31, KTC 95%;
0,16-0,60, p=0,0004) va giam 70%
(HR=0,30, KTC 95%: 0,13-0,67, p=0,003)
nguy co tir vong so v6i nhom co biéu hién
PD-L1 thip. Ngoai ra, khong ghi nhan thy
su anh hudng cua cac yéu to khac dén ca
OS va PFS nhu loai giai phdu bénh, bénh
nhan c6 di cin ndo, phac d6 hoa chat va sb
chu ki, PS, giéi tinh. Trong khi d6, khi so
sanh két cuc séng thém cua BN carcinoma
té bao gai theo NC KEYNOTE-407 c6
thap hon dang ké so véi nhom khong té
bao gai theo NC KEYNOTE-189. C6 thé
trong NC nay ty 1¢ BN carcinoma té bao
gai chiém ty 1 thap (21,2%).

4.3. Poc tinh cia diéu tri

Trong NC nay, chung t6i chi thu
nhan duoc han ché mét s tac dung phu
ctia diéu tri, khong day du nhu cac NC can
thi¢p KEYNOTE, tuy nhién da thu nhén
day du cac doc tinh c6 anh huong dén viée
ngung diéu tri hay tr vong. Ty 18 BN gip
cac doc tinh lién quan dén hoéa tri chu yéu
1a cac doc tinh huyét hoc va ty 1é gap doc
tinh do cao & murc chép nhan duoc va chi
gian doan diéu tri ma khong c6 truong hop
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nao tir vong hodc ngimg vinh vién diéu tri.
Véi cac doc tinh lién quan mién dich, co
5 truong hop bénh phdi mé k& (mot sb tac
gia goi 1a viém phdi mién dich) trong d6
c6 2 truong hop do 3 va 4, phai diéu tri
tich cuc (bang corticoid, khang sinh, oxy
liéu phap) va déu khong dan dén tir vong
nhung phai ding diéu tri vinh vién. Ba
truong hop con lai xay ra ton thuong ning
nhat & chu ki pembrolizumab thir 5, 8 va
dac biét la c6 ca ¢ chu ki thir 32. Trong do
ca bénh bi bénh ph6i mé k& & chu ki 32 1a
mot tinh trang kha dac biét, ca bénh nam,
63 tudi, carcinoma tuyén, PD-L1 60%,
c6 di can ndo, thuong than, duoc diéu
tri pembrolizumab két hop carboplatin/
pemetrexed, ton thuong phdi mé ké bat dau
xuat hién trén 1am sang va hinh anh CLVT
léng nguc tir chu ki thtr 31 nhan dinh & d
2, BN dugc ngung pembrolizumab dé diéu
tri bénh phéi, lam sang va hinh dnh cai thién
nhanh vé d6 0 sau 3 ngay diéu tri corticoid
va BN dugc dung lai pembrolizumab, sau
10 ngay lai xuét hién triéu chtng 1am sang
va ton thuong trén hinh anh CLVT. Bénh
nhan duoc diéu tri corticoid va khéang sinh
hoi phuc hoan toan, danh gia dap tmg bénh
hoan toan, do d6 da ngung diéu trj va hién
tai van khong tién trién bénh sau 48 thang
theo dai.

5.KET LUAN

Phac do két hop
pembrolizumab c6 hi€u qua cao trong
diéu tri bude 1 8 BN UTPKTBN giai doan
di cin xa khong co dot bién diéu tri dich

hoa tri

(PFS trung vi 15,0 thang, OS trung vi 23,0
thang), két qua t6t hon & nhom cé ty 16
bdc 16 PD-L1 cao (>50%), doc tinh & trong
pham vi c6 thé chép nhan duoc, ty I¢ tuan
thu tdt, c6 thé ap dung diéu tri cho nhom
BN phu hop, nén xét nghi€ém PD-L1 trudc
diéu tri dé tién luong dap ung.
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