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ABSTRACT

Background: The primary treatment of non-mutant, unresectable advanced non-small cell
lung cancer(NSCLC) is mainly based on dual Platinum-based chemotherapy, adding immune
checkpoint inhibitor to chemotherapy resulting in a higher response rate and survival compared
with chemotherapy alone.

Objectives: Evaluation of efficacy and safety of chemotherapy in combination with
Pembrolizumab regimen in patients with stage IV NSCLC without diver mutations.

Study subjects: All patients with stage IV NSCLC treated with Pembrolizumab at the
Oncology Department of Thong Nhat Hospital from 1/2019 met the selection criteria.

Methods: Retrospective descriptive case series in 1/2019 and cut-off data on 1/6/2023.

Results: We enrolled 33 patients treated with chemotherapy combination pembrolizumab
regimen. In this study, the response rate was 45.5%, the complete response was 8%;
median time to treatment failure (TTF) 9 months; median overall survival 21 months; one
case of grade 3 interstitial pneumonia, two cases of hepatitis, one case of diabetes, anemia and
thrombocytopenia well controlled.

Conclusion: Treatment of stage IV NSCLC with chemotherapy combination Pembrolizumab
regimen is effective and safe.

Keywords: Chemotherapy combination Pembrolizumab regimen, effective and safety, stage [V
NSCLC.
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TOM TAT
bat van dé: Didu tri buge mot ung thu phdi khong té bao nho (UTPKTBN) giai doan IV khong
dot bién chu dao chu yéu dya vao hoéa tri bo doi v6i Platinum, thém tac nhén chot chian diém
kiém soat mién dich tang ti 1& dap mg cao hon va séng con bénh khong tién trién dai hon ¢6 ¥
nghia so véi hoa tri don doc.

Muc tiéu nghién ciru: Danh gia hiéu qua va an toan phac dd hoa tri phdi hop Pembrolizumab
¢ bénh nhan UTPKTBN giai doan I'V khong dét bién chu dao.

Po6i twong nghién ctu: Toan by bénh nhin UTPKTBN giai doan IV didu tri véi
Pembrolizumab tai khoa Ung Budu bénh vién Thong Nhat tir 1/2019 thoa diéu kién chon bénh.

Phuwong phap nghién ciru: Hoi ciru mo ta hang loat ca tir thang 1/2019, thoi diém phan tich di
liéu ngay 1/6/2023.

Két qua: Chung t61 hoi clru 33 ca sir dung phac d6 hoéa tri phdi hop Pembrolizumab. Tron
nghién ctru nay ti 1€ dap ung la 45 5%, dap g hoan toan 8%; trung vi séng con téi khi that
bai diéu tri (mTTF) 9 thang, trung vi sOng con toan bg 21 thang, mot truO’ng hop viém ph01 mo
k& do 3, hai truong hop viém gan, mot truong hop dai thao dudng, thiéu mau va giam tiéu cau
kiém soat tot.

Két ludn: Diéu tri UTPKTBN giai doan IV phac d6 hoa tri phdi hop Pembrolizumab hiéu qua
va an toan.

Tir khéa: Hoa tri phdi hop Pembrolizumab, hidu qua va an toan, ung thu phdi khong té& bao nho
giai doan IV.

1. PAT VAN PE

Nghién ctru ECOG 1594 so sanh 4 phac dd hoa tri ph01
hop Platinum véi thudc mai khong c6 phac d6 nao t6i
wu, trung vi song con bénh khong tién trién (mPFS) 3,1
- 3,7 thang; trung vi séng con toan b (mOS) 7,4 -38,1
thang; ti 1€ dap img khoang 20% [1]. Su phat trlen trong
lanh vyc sinh hoc phan tr gitp hiéu rd hon vé duong
dan tmyen trong t& bao budu thuc day su ting truong
budu va di can. Cac kham pha nay nhanh chong dan
dén sy phat trién cac thuéc nham tring dich nhu EGFR
TKIs, ALK TKIs,...va cac khang thé don dong.

DPidu tri wc ché diém kiém soat mién dich
(Pembrohzumab Atezolizumab, Nivolumab...) da
duoc nghlen ctru trén nhiéu loai ung thu khac nhau dic
biét khi ¢6 biéu hién PD-L1, MSI-H hay dMMR [2,3].
Nhitng bénh nhan (BN) c¢6 mic do biéu hién PD-L1

*Tac gia lién h¢
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(Programmed death ligand 1) > 1%, Pembrolizumab
c6 thé thay thé hoa tri doc té bao ¢ budc mot; thém
Pembrolizumab vao hoa tri dap ung (ORR) cao hon va
song con bénh khong tién trién dai hon c6 y nghia so
v6i hoa tri don doc [4].

Tai Viét Nam dléu tri voi rc ché dlém kiém soat mlén
dich da dwoc chip thuén vai ndm gan day, tuy nhién 56
lugng BN chua nhiéu va ciing c6 it tong két; chung to1
lam dé tai nay danh gia hiéu qua va an toan phac dd ph01
hop hoa tri véi tac nhan trc ché diém kiém soat mién
dich Pembrolizumab v&i muc tiéu: Ddnh gid hi¢u qua
va an todn phdac do héa tri phoi hop Pembrolizumab &
BN UTPKTBN giai doan IV.
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2.POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi t1r0’ng nghién ciru
Hoi cuu tat ca BN UTPKTBN giai doan IV diéu tri hoa

tri ph01 hop Pembrolizumab tai khoa Ung Buéu Bénh
vién Thong Nhat tir thang 1/2019 dén thang 6/2023.

- Tiéu chuin lwa chon: BN UTPKTBN giai doan v
khong c6 dot bién gen EGFR-ALK-ROSI1 diéu tri toi
thiéu 3 chu ki héa chét phdi hgp Pembrolizumab.

- Tiéu chudn logi triv: Pembrolimab don tri, ung thu thir
2, ho so luu trir khong day du.

2.2. C& miu va phuong phap chon miu

Chon tat cd BN thoa mén tiéu chudn lya chon. Tinh
dén thoi diém phan tich dit liéu ngay 1/6/2023, ching
toi thu dugc 46 BN UTPKTBN giai doan IV ¢6 dleu tri
v6i Pembrolizumab; loai 3 BN don tri, 8 BN chi diéu
tri 2 chu ki (ck), 1 BN vira xong ck 2, 1 BN 2 ung thu,
chung t6i hoi ctru 33 BN.

2.3. Phwong phap diéu tri

Phac d6 hoéa tri biéu mo tuyén Pemetrexed 500mg/m>
da + Cisplatin 75mg/m? da hodc Carboplatin AUC=5 +
Pembrolizumab 200mg (hoac 10mg/kg can nang & bude
sau) 4 - 6¢ck moi 3 tuan, duy tri Pemetrexed SOOmg/m
+ Pembrolizumab 200mg (hodc 10mg/kg can nang &
budc sau) ck mdi 3 tuan to1 khi du 35 ck hodc doc tinh
khong dung nap. Phac do té bao gai Paclitaxel 180mg/m>

da + Carboplatm AUC=5 + Pembrolizumab 200mg
(hodc 10mg/kg can ndng ¢ budc sau) 4 - 6¢ck moi 3
tuén, duy tri Pembrolizumab 200mg (hodc 10mg/kg can
ning & budc sau) ck mdi 3 tuan t6i khi du 35 ck hodc
doc tinh khong dung nap hozc BN tir chéi.

Danh gia dap u ng theo tiéu chuan RECIST 1.1, danh gia
ddc tinh trude moi ck tlep theo theo tiéu chuan CTCAE
5.0; thoi gian thit bai di€u tri(TTF) tur khi bét dau didu
tri den khi that bai vi bat cu li do gi, thoi gian song con
toan bg (OS) tr khi bét dau diéu tri dén khi tir vong vi
bat ki li do gi (OS). Xét nghém PD-L1 véi khang thé
22C3 hodc Sp263. Sir dung phan mém Excel va SPSS
20.0 thong ké.

3. KET QUA NGHIEN CUU
3.1. Pic diém chung
Tudi trung binh 69 tudi (42 - 86), ti 1& nam : N = 26/7

nam chiém uu the 78,8%; 13/33 BN ¢6 hut thudc hodc
m&i bo thude gan day chiém 34,9%.

3.2. Dic diém lam sang

Triéu chung hay gdp ho va dau nhue, di can xuong va
tran dich mang phoi hay gap, 3 BN di can néo, 2 BN di
can gan, 1 BN tran dich mang tim; da s BN di can tir
2 co quan tro 1én. Chi s6 hoat dong co thé % (PS) 0 : 1

:2=15:58:27.

Bang 1. Pic diém lam sang

C6 6/33 bénh nhan c6 PD-L1 >50%; 15/33 bénh nhan
50%>PD-L1>1%, 12/33 bénh nhan PD-L1<1%.

Bang 2. Phan ting PD-L1, buéc 2 BN déu ¢6 PD-L1>1%

Tuyén: Gai | Diéutri | Dican | Dican | %PSO:
(%) budc 1 | chiyéu | ndo, gan 1:2
) Xuong, .5Q.
81,81 18,2 | 758% | Tpmp | 15:2% | 15:58:27
o PD-L1> | 50>PD- | PD-LI<I
APD-L1 | “5hca0) [ L1=1(véw)|  (am)
BN (%) 6(18,2) | 15(45,5) | 12(36,3)

3.3. Danh gia dap dng
3.3.1. Dap vng chu quan

Trung binh BN diéu tri Pembrolizumab 8,4ck, trung vi
6¢ck; BN hoa trj it nhat 3ck, 1 BN hoan thanh 35c¢k;
10/33 (30%) BN ding diéu tri do chi phi, tai thoi diém
nghién ctru 17/33 (51,2%) BN da that bai diéu tri; 28/33
BN dung liéu 200mg.

25/33 (75,8%) co6 gidm céc tri¢u chiing nhu dau nhirc xuong, dau lung, ho va hut hoi.

3.3.2. Ti I¢ ddp vimg

Biéu do 1. Mirc dp dap ting
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Ti 1€ dap tng toéln.b(f) (ORR) 45,5% (15/33); 6% (2/33) dap (mg hoan toan; 42,2% (14/33) bénh 6n dinh; 12,1%
(4/33)bénh tién trién; %ORR bude 1 :2 =60 : 0; %ORR biéu mo tuyén: Gai = 48 :33,33; %ORR PD-LI(cao :
Yéu :am) =134 :54: 42.

3.3.3. Trung vi song con t6i khi thit bai diéu tri(mTTF)

Trong nghién ctru ndy ¢6 17/33 BN tién trién tai thoi diém phan tich, mTTF 9 thang; mTTF budc 1: Bude sau =26
: 6 thang, phép kiém Chi-square Log-Rank p = 0,012; mTTF biéu mo tuyén: Té bao gai = 12 : 6 thang p = 0,052;
mTTF theo mutc dd PD-L1 (cao : Yéu : 4am) =8 : 12 : NR thang (NR: Chua tinh duoc).
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3.3.4. Trung vi song con toian by (mOS)

Trong NC nay mOS 21 thang, mOS budc 1:budc sau = 21: 6 thang kiém dinh Chi-Square Log-Rank p = 0,045;
mOS biéu mé tuyén : Gai = 23 : 12 thang p = 0,071; mOS theo muc d6 PD-L1 (cao : Yéu : am) =12 : 23 : 13

thang p = 0,593.

064

Cum Survival

0.4+

—I1Survival Functic u
—+- Censored 10

0.5

067

Cum Survival

044

0.0+

0.07

o
=)
%)
o

0s

Buoc2
Ml
M2
~+1-censored
—+—2-censored

0s

Biéu do 3. Song con toan b

2 Crossrefd 47 -



T M. Hoang et al. / Vietnam Journal of Community Medicine, Vol. 65, Special Issue 10, 44-49

3.4. Pgc tinh
3.4.1. Viém phéi mé ké

Mot BN (3%) o triéu chung viém phdi mé k&, BN dap
u'ng t6t v6i corticoids udng va oxy sau 2 ngay, cai oxy
va corticoid sau 1 thang, sau d6 BN khong diéu tri dic
hiéu ung thu va tir vong sau 4 thang tiép theo.

3.4.2. Tang men gan

Trong nghién ctru nay c6 2 ca tang men gan khong c6
tri¢u chung (6%), men gan vé binh thudng khi ngung
diéu tri; 1 ca tdng men gan d¢ 4 lién quan diéu tri, men
gan tang gap 20 lan bilirubin khong tang, 1 ca ting men
gan gap 5 lan binh thuong.

3.4.3. Huyét hoc

- Thiéu mau gi6i han & d6 1 va 2 chiém 64,6%.

- Giam bach cau khong ghi nhan.

- Giam tiéu cau 1/33 BN ¢ d6 2 chiém 3%.

3.4.4. Tang dwong huyét

1 ca (3%) 6n dinh diéu tri v6i Metformin.

3.4.5. Ngwra

1 ca (3%) muc do vira phai dap tmg t6t v6i Corticoid.
3.4.6. Cac tac dung ngogi y khdc

Phan tng tiém truyén, budn ndn, ndn, suy giap, nhuoc
giap...khong ghi nhan.

4. BAN LUAN
4.1. Dic diém chung

Tac gia Tran Dinh Thanh ti 16 nam : Nt = 1,4 : 1; mot
s0 nghién ctru khac tai Viét Nam chung to1 nhén thay
ti 1é nam : NUr thay doitu 3 :1-4:1; khac biét nay do
lya chon mau, ving dia Iy va thoi diém thuc hién nghlen
ctru. Tudi trung binh trong NC nay 69 tudi, tuong tu cac
NC ung thu phdi khac thudong gip tir 50 - 70 tudi.

4.2. Dic diém 1am sang

Gadgeel va cac tac gia khac déu cho rang tinh trang déap
Ung ti 1€ thudn v6i tinh trang PD-L1, ti [€ dap (mg bude
1 cao hon budce 25. Di cdn ndo, gan, tuyén thuong than,
xuong, hai ph01 TDMP thuorng gdp; di can gan va ndo
tién 1u0’ng xau hon céc vi tri di cdn khac, cho dén nay
dir kién ve thuoc qua hang rao mau ndo chi giéi han &
EGFR TKIs thé h¢ thir 3; phan nhém di can ndo trong
nghién ctru Keynote 189 (Gandhl) cho thdy ciing dugc
hudng loi khi phdi hop hoa tri véi Pembrolizumab.

Theo Vil Van Vi BN co6 PS t6t hon thi co thoi gian
song con dai hon (Log-rank 6,88 voi p= 0,03). Nguyen
Tién Son NC 40 BN UTPKTBN g1a1 doan 1V di can
xuong 47,5% di can phoi 37,5% di can nio 22,5%][6)].
Trong NC nay ti I¢ di cdn gan ndo tuong tu cac nghién
ctru khac.

m 48  www.tapchiyhcd.vn

4.3. Hiéu qua 1am sang

Nghién ctru nay ORR 45,5%; ORR biéu mo tuyén 48%
ORR t€ bao gai 33,33%. Tac gia Gadgeel ORR 47,6%
nhom phdi hop, tac gia L. Paz-Ares ORR 57,9% ¢ nhom
phdi hop4. C6 su twong dong & cac nghién ciru nay.

Nguyen Tién Son (2023) hoi ctru 40 BN UTPKTBN
giai doan IV, 28/40 BN (70%) hoa tri phdi hop
Pembrolizumab budc 1 (5/28 BN (17,9%) PD-L1 >

50%) ti 1¢ ORR 60,7% (CR 10 7%) mTTF 8,6 thang
mOS chua ghi nhan, doc tinh da s6 d§ 1 - 2 viém gan
15%, 3/28 BN (10, 7%) viém ph01 mo k& do hai, 1 BN
cu:ong giap on dinh véi thuc khang giap, 1 BN suy
glap khong can diéu tri, 1 BN tai hoat lao ngoai hach
va phbi[6].

Hidehito va cong sy (2021) gh1 nhin 40 BN Nhét Ban
diéu tri buéc 1 UTPKTBN giai doan IV biéu mé tuyén
(hoa tri + Pembrolizumab n = 25, hoéa tri + gla duoc n
= 15) hi€u qua va an toan tuong duong dan so chung.
Nhom phéi hop hoéa tri v6i Pembrolizumab mOS chua
ghi nhan (NR), mPFS 16,5 thang, ti 1¢ ORR 14/25 BN
(56%) (CR 1/25BN 4%)[3].

Y Cheng va cong sy (2021) ghi nhén 125 BN Trung
Hoa diéu tri buéc 1 UTPKTBN giai doan IV t€ bao gai
(hoa tri + Pembrolizumab n = 65, hoa tri + gid dugc n =
60), trung vi thoi gian theo doi 28,1 thang (25,1 - 40,9).
Nhom héa tri hoi hgp Pembrolizumab mOS 30,1 thang,
mPFS 8,3 thang, ti 1€ ORR 78,5%; ddc tinh quan ly
duoc, khong doc tinh do 5[7].

Maki Kobayash1 va cong su (ESMO 2021) héi ctru
300 BN c6 biéu hién PD-L1 cao > 50%, chia 2 nhanh
don tri Pembrolizumab (n = 166) so véi hoa tri phdi
hop Pembrolizumab (n = 134). Nhom hoa tri phdi hop
Pembrolizumab ghi nhén ti € ORR 67,9% (CR 3%)
mPFS 13,1 thang phéc d6 phdi hop tang coy nghla rd
trén BN ¢6 PD-L1 rét cao, BN PS =2 ¢6 PFS ngan hon
khi diéu tri phdi hop, tai thoi diém phan tich chua ghi
nhan mOS, doc tinh twong duong nhau[8].

Su khac biét gitra cac nhom nghién cltu nay do nhém
BN trong cac NC ¢6 m6 hoc, tuéi, PS, mire d6 PD-LI...
khac nhau, ngoai ra con do dia ly, dia diém NC...thuc
hién NC khac nhau.

4.4. Pgc tinh

Hoéa tri gay doc tinh d6i v6i moi bénh nhan, da duoc mé
ta rd rang & nhiéu nghién ctru, anh huong [én nhitng co
quan nhat dinh va tién doan dugc vé muc do va thoi gian
xdy ra. Nguoc lai, voi nhiing ho so dang c6 ghi nhan doc
tinh cta thu6e diéu hoa mién dich xay ra trén s6 luong it
bénh nhan, c6 thé anh hudng 1€n moi co quan va nhat la
khong thé tién doan duogc, cac ho so' ghi nhén con thay
d6i chua nhat quan.

Trong nghién ctru nay phéc do phdi hop an toan.
- Céc ddc da duoc bao céo va kiém soat tot.

- Khong gap doc tinh méi va doc tinh d6 5.
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5. KET LUAN

Qua hdi ctru 33 truong hop tai khoa Ung Budu
bénh vién Thong Nhat chung t0i thay dleu tri
UTPKTBN giai doan IV véi phac do hoa tri ph01 hop
Pembrolizumab c6 két qua nhit quin véi cac
nghién ctu khac, doc tinh kiém soat duogc,
khong phat hién doc tinh médi. Tuy so luorng
mau trong nghién ctu nay con han ché va la
nghlen ctru hoi ciru bao gom nhiéu buge nhung day la
tién dé cho nghién ctru tiép theo voi s6 lugng 16n hon.

6. KIEN NGHI

Diéu tri héa tri UTPKTBN giai doan IV phdi hop
Pembrolizumab:

- Nén ph01 hop ngay tir ban dau khi tong trang BN
con kha tét cho dap tng tt nhat, dic biét BN dién tién
nhanh.

- PS =2 trg 1én, PD-L1 > 50% cén nhac han ché phi
hop.

Xét nghiém PD-L1 nén thyc hién thuong quy.
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