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DANH GIA HIEU QUA PHAC PO PEMBROLIZUMAB PHOI HQ'P HOA TRI
BO DOI CO PLATINUM DPIEU TRI BUO'C MOT BENH NHAN UNG THU' PHOI
KHONG TE BAO NHO GIAI POAN IV TAI TRUNG TAM UNG BU’O'U VINMEC

TOM TAT

Muc_tiéu: Danh gid hiéu qua phac do ph0| hgp
thudc mien dich pembrollzumab VvGi bd dbi hoa tri co
platlnum trong diéu tri budc mdt ung thu phdi khong
t& bao nho (UTPKTBN) giai doan IV. D6i tugng va
phu’dng phap nghlen ctru: Nghién ctu mo ta hoi
cffu tién hanh trén bénh nhan dugc chén doan ung
thu ph0| khéng t& bao nho giai doan IV diéu tri budc
mot vai pembrollzumab két hgp diéu tri hoa chat tai
Trung tdm Ung budu Vinmec tor thang 1/2020 dén
thang 12/2023. Két qua Ty 1é dap Lrng chung toan
bo 1a 25%. Thdi gian sGng con khong bénh tién trién
trung binh la 10,4 thang Cac tac dung phu thudng
gap la: Ha bach cau (15%), tdng men gan (15%),
viém phoi ké (15%), viém da (15%), suy thugng than
(10%), thi€u mau (5%), tuy nhién hau hét cac tac
dung khéng mong mudn & muc d6 nhe dén via
khong anh hudng dén qua trinh diéu tri. 7o khoa:
UTPKTBN, diéu tri mién dich két hgp héa tri

SUMMARY
ASSESSMENT OF PEMBROLIZUMAB PLUS
PLATINUM-BASED CHEMOTHERAPY AS
FIRST-LINE TREATMENT FOR STAGE IV
NON-SMALL CELL LUNG CANCER AT

VINMEC ONCOLOGY CENTER

Objectives: To evaluate the efficacy of
pembrolizumab  plus  platinum-based  doublet
chemotherapy as a first-line treatment for Stage IV
non-small cell lung cancer. Population and Study
Methods: This retrospective, descriptive study
involved 20 patients diagnosed with stage IV non-
small cell lung cancer who received pembrolizumab in
combination with platinum-based chemotherapy as
first-line treatment at Vinmec Oncology Hospital
between January 2020 and December 2023. Results:
The overall responses rate was 25%, the median
progression-free survival was 10.4 months. The
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common adverse events were: neutropenia (15%),
elevated liver enzymes (15%), interstitial pneumonitis
(15%), dermatitis (15%), adrenal insufficiency (10%),
anemia (5%), but most of these adverse events were
mild to moderate and not affected to the treatment.

Keywords: Non-small cell lung cancer,
|mmunotherapy plus chemotherapy
I. DAT VAN BE

Ung thu phéi 1a nguyén nhan hang dau gay
ra ty 1€ mac va tr vong do ung thu trén toan
cau. Theo s6 liéu GLOBOCAN nam 2022, ung thu
phdi ndm trong ba loai ung thu phd bién nhit &
ca nam va nit, véi udc tinh khoang 2,5 triéu ca
mac mdi (12 4%) va hon 1,8 triéu ca tlr vong
(18,7%) mdi nam!. O Viét Nam, ung thu ph0|
dudc ghi nhan vdi 180.480 ca mac mdi va
120.184 ca tur vong trong nhitng nam gan day?.

Ung thu phdi khdng t& bao nhd (UTPKTBN)
chiém khoang 85% cac truGng hop ung thu
phdi, v&i khodng 55% bénh nhdn dugdc chan
doan & giai doan di can3. BGi vdi nhitng bénh
nhan nay, thdi gian song trung binh dao dong tir
7 dén 12,2 thang, phu thudc vao loai mé hoc,
phuong phap diéu tri va cac yéu to lién quan
khac. biéu tri UTPKTBN mang tinh da md thic
va ca thé hda, bao gém phau thuat, xa tri, liéu
phap mién dich, liéu phap nhdm trung dich (nhu
cac thudce Uc che tyrosine klnase), va hoa tri. Lua
chon diéu tri phu thudc vao loai md hoc, giai
doan bénh, két qua xét nghlem phan tur, biéu
hién thu thé mién dich va tinh trang sic khoe
cla bénh nhan*.

D6i v6i bénh nhan UTPKTBN tién xa khong
c6 doét bién gen, liéu phap mién dich da cho thay
hiéu qua trong viéc kéo dai thai glan song bénh
khong tién trién va so'ng con toan bo.
Pembrolizumab, mét chat (rc ché diém kiém soat
mién dich nhdm vao thu thé PD-1 trén t&€ bao T
da chirng minh hiéu qua trén nhiéu loai ung thu,
bao gém ung thu phdi trong cac the nghiém
KEYNOTE (KEYNOTE-010, KEYNOTE-24, va
KEYNOTE-189). Han nifa, trong boi canh diéu tri
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phoi hgp, cac thr nghiém KEYNOTE-189 va
KEYNOTE-407 da cho thay hiéu qua lam sang
bat k€ mirc dd biéu hién cua PD-L1.

TU nam 2018, Trung tdm Ung budu Vinmec
da s dung pembrolizumab cho nhiéu loai ung
thu, trong dé ung thu phéi la chi dinh chinh cho
ca liéu phap daon tri va phGi hgp véi hda tri.
Trong khi cac nghién clu tai cac bénh vién cong
8 Viét Nam da ching minh hiéu qua cua
pembrolizumab khi dan tri va khi két hgp vdi héa
tri cdp doi platinum>¢, dir liéu vé cac phac do
nay trong cac cd sé y té€ tu nhan van con han
ché. Do d9, ching t6i da ti€én hanh nghién clu
hoi ctu dé danh gid k&t qua ldam sang cla
pembrolizumab két hgp hdéa tri bo doi céd
platinum trong diéu tri budc mot bénh nhan
UTPKTBN giai doan IV tai Trung tam Ung buéu
Vinmec mang tén: "Panh gid hiéu qua phac do
pembrolizumab phdi hop hoa tri b6 déi co
platinum diéu tri budc mét bénh nhédn ung thu
phoi khdng té bao nhd giai doan 1V”

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Po6i tugng nghién ciru. Gom 20 bénh
nhan dudc chdn doan UTPKTBN giai doan IV
dugc diéu tri budc 1 bdng phac d6 phdi hop
pembrolizumab két hgp hoa tri co platinum tai
Trung tam Ung budu Vinmec tr thang 1/2020
dén thang 12/2023

Tiéu chudn lua chon bénh nhén:

e Chén doan xac dinh UTPKTBN giai doan IV
(theo phan loai AJCC)

e Tudi > 18

¢ Chi s6 toan trang ECOG 0, 1

e Khdng mang doét bién gen EGFR, ALK.

 Dugc diéu tri bang pembrolizumab két hgp
hod tri it nhat 2 chu ky tinh dén thdi diém két
thic nghién clru.

e Co tén thuong dich d€ danh gid dap Ung
theo tiéu chudn RECIST 1.1.

o Co day du xét nghiém huyét hoc, sinh hoa
mau, chlc nang giap trudc va sau diéu tri theo
khuyén cdo.

e HO sa bénh an théng tin ghi chép day du

Tiéu chuan loai trur: .

e Bénh nhan c6 mac cac bénh tu mién.

e Bénh nhan cé ung thu th 2 kem theo.

e Bénh nhan ghép tang hoac dang st dung
thuGc chdng thai ghép.

e Bénh nhan dang si dung corticoid dudng
toan than dai ngay (cho phép diéu tri khi ngung
corticoid it nhat 7 ngay) B

e Bénh nhan da s dung liéu phap mién dich
trudc do

2.2. Phucong phap nghién cltu
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Thiét ké nghién cdru: mo ta hoi ciu

Co mau nghién cau: toan b0 cac bénh
nhan dap (ng tiéu chudn Iua chon va loai trir
trong thdi gian nghién clu. Cé téng cdng 20
bénh nhan UTPKTBN thod man tiéu chuén lua
chon va khéng ¢ tiéu chuén loai trir

Cdc budc tién hanh nghién cuu:

e Danh gid ldam sang, can lam sang trudc
diéu tri

= Tudi, giGi

= Triéu ching lam sang

= M6 bénh hoc, xét nghiém sinh hoc phan
tlr, boc 16 PD-L1

= Vi tri di can

e Diéu tri bdng phac d6 pembrolizumab
200mg két hgp hoa chat:

= Pemetrexed 500mg/m2+
75mg/m2 hoac Carboplatin AUC 5 hodc

» Paclitaxel 175mg/m2+ Cisplatin 75mg/m2
hodc Carboplatin AUC 5

e SO chu ky tan cong: 4-6, 21 ngay/ chu ky,
sau dé diéu tri duy tri véi pembrolizumab 200mg
+ pemetrexed 500mg/m2 hodc paclitaxel
175mg/m2

e Danh gia két qua diéu tri:

= Panh gidp dap (ng diéu tri: theo tiéu
chudn RECIST 1.1

= Panh gid tac dung phu: theo CTCAE 5.0:
doc tinh trén hé tao huyét, doc tinh ngoai hé tao
huyét, doc tinh mien dich.

2.3. Xtr ly s0 liéu: Thong tin dugc ma hoa
va xU ly trén phan mém théng ké SPSS phién
ban 22.0.

2.4. Thong ké mo ta: Bién s6 dinh lugng
dugc biéu dién dudi dang sb trung binh, dd 1&ch
chuén, giad tri min, max. Bién s6 dinh tinh biéu
hién dudi dang tan sg, ty Ié %. Thdi gian song
khong bénh tién trién dugc tinh theo phuong
phdp udc lugng thai gian theo su kién cla
Kaplan Meier. Su khac biét cé y nghia théng ké
vGi quy udc p<0.05.

2.5. Pao dirc nghién ciru: Moi thong tin
ca nhan va tinh trang bénh tat dugc dam bao
bao mat
Il. KET QUA NGHIEN cU'U

Mot s6 dic diém cua ddi tugng nghién
clru. Tng s8 bénh nhan phl hgp nghién clru 20
bénh nhan vai dic diém 1am sang va can lam
sang mo ta trong bang dudi day

Bang 1. Dic diém Idm sang va can Idm
sang cua doi tuong nghién cuu

Cisplatin

SO Iucgng

bénh nhan %

61.2+11.3

Tudi trung binh
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Tuéi < 65 11 55 qgé Pap Ung hoan toan (CR) 0 0
> 65 9 45 dap| bDap Ung 1 phan (PR) 5 25%
Gigi Nam 17 85 rng Bénh 6n dinh (SD) 11 55%
N{r 3 15 Bénh tién trién (PD) 4 20%
Tinh trang Co 4 30 Trung vi thoi gian séng khéng bénh tién
hit thuéc Khdng 16 70 | trién: Thoi gian sdng bénh khéng tién trién
Chi so 0 13 65 | trung binh la: 10.4 thang
toan trang :
ECOG 1 7 6|
Ung thu biéu mo
tuyén 15 75|
Mo bénh | Ung thu biéu mo 4 20
hoc vay
HOn hgp bi€u md 1 5
vay va tuyen
Mirc d6 Am tinh 3 15 Biéu gﬁ 1: Thd’l: gian séng Ifhé‘ng bf:‘nh ,tiéh
béc 16 PD- 1-49% 6 30 trién cua nhom bénh nhan nghién cau
iy > 50% 8 40 Thdai gian song khdng bénh tién trién phan
Khong cé thong tin 3 15 tich dudi nhom:
Xuong 7 Bang 4. Phan tich thoi gian séng khéng
Phd&i ddi bén 5 tién trién bénh dudi nhom
Nao 5 Trung vi PFS P-val
Vi tri di Mang phéi 4 (months) value
can  |Tuyén thugng than 4 . o | <65 12.3
Khoang phic mac 3 Nhom tuoi > 65 8.4 0.89
Gan 1 Mirc do boc| < 50% 5.1 0.031
Mang tim 1 10 PD-L1 | > 50% 12.7 '

Mét s6 dac diém diéu tri

Bang 2. Lua chon diéu tri phac do tin
coéng va phac doé duy tri 6 déi tuong nghién
cuu

bSAO ILI’ang %
énh nhan
Diéu tri tan cong vai phac do két hgp bo
doi co platinum
Pemetrexed + 16 80
Phac d6 | Cisplatin/Carboplatin
tan cong Paclitaxel + 4 20
Cisplatin/Carboplatin
Diéu tri duy tri
Pembrolizumab 0 0
monotherapy
Phac do| Pembrolizumab + 16 80
duy tri Pemetrexed
Pembrolizumab +
Paclitaxel 4 20

Panh gia hiéu qua va tac dung khong
mong muén

Két qua diéu tri sau 4 chu ki
Pembrolizumab phéi hop hoa tri

Bang 3. Pap ing diéu tri sau 4 chu ki
tan cong voi phac dé Pembrolizumab két hop
So lugng | , Yo
bénh nhan
Hiéu[Ty Ié dap (ihg toan bd (ORR) 5 25%

100 |
F4 |

Biéu do 2: Thoi gian séng khéng bénh tién
trién phan tich dudi nhom theo do tuér

10
3 s ]
E

2s

Biéu d6 3: Thoi gian s6ng khéng bénh tién
trién phan tich duoi nhom theo PD-L1
Tac dung kh6ng mong mudn

Tac dung phu Phan do doc tinh
trén hé tao 0 1 2 3 4
huyét % | % | % | % | %

Habachcdu | 0 [1(5%)1(5%)1(5%) O
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Thidu mau 0 | 0 1(5%) 0 | 0
Ha tiéu cau 0 0 0 0 0
Tac dung phu Phan do doc tinh
ngoaihéhé | 0 1 2 3 4
tao huyét | % % % | % | %
Tang AST/ALT | 0 [3(15%)| O 0 0
Tang Glucose | 0 [1(5%) | O 0 0
Tang Creatinin | 0 0 0 0 0
Tac dung phu Phan do doc tinh
liénquandén | O 1 2 3 |4
mién dich % | % % | % |%
Viém da 0 [2(10%)] 0 [1(5%) O
Viém phoi 0 [2(10%)[1(5%) 0 | O
Suy giap 0] 0 0 |] 0 |0
Suy thugng than| 0 [2(10%)| O 0 |0
Viém khdp 0] 0 0 [1(5%) 0

IV. BAN LUAN

Trong nghién clu nay, ching t6i da tién
hanh danh gid cac déc diém lam sang va hiéu
qua diéu tri cta bénh nhan mdc ung thu phdi
khong té€ bao nho (UTPKTBN) giai doan IV dugc
diéu tri véi phac d6 két hgp pembrolizumab va
hda tri bé doi cé platinum. Bénh nhan chu yéu la
nam gidi (85%), véi do tudi trung binh 13 61,2 +
11,3. Péy la nhitng dic diém thudng gdp trong
cac nghién clu vé UTPKTBN & giai doan 1V,
tuong d6ng vdéi cac nghién clu trong nudc va
qudc té”8. Tuy nhién, chi cd 30% bénh nhan
trong nghién clfu cla ching toi c6 tién s hat
thudc, thap hon so véi KEYNOTE-189°. biéu nay
c6 thé do ¢ mau nghién cltu con nho, nhung
cling c6 thé ggi y rang c6 cac yéu t8 nguy co
khac ngoai thudc, chang han nhu & nhiém khong
khi hodc yéu t& di truyén cd thé déng vai trd
quan trong trong viéc phét trién bénh & nhém
bénh nhan nay. Tat ca cac bénh nhan déu co chi
s6 toan trang ECOG 0 hodc 1. V& mod bénh hoc
cho thdy 75% bénh nhan cé ung thu biéu mé
tuyén, day la loai md bénh hoc phd bién nhéat
trong UTPKTBN. Diéu nay tuong dong vdi xu
hudng chung trong cac nghién clru vé UTPKTBN,
dac biét la & nhitng nguGi khong hat thudct.

Dbang chd y, khodng 40% bénh nhan trong
nghién clru nay c6 boc 16 PD-L1 > 50%. Diéu
nay rat quan trong vi theo nhiéu nghién ciu
truGc day cho thdy boc 16 PD-L1 cao thuGng gan
lién vGi hiéu qua tét han cua cac liéu phap mien
dich, bao gém pembrolizumab®°, Tuy nhién,
nhém bénh nhan céd mlc do boc 16 PD-L1 thap
hon (1-49%) hodc am tinh cling dugc hudng Igi
tir phac do6 diéu tri nay, cho thdy kha ndng ap
dung rong rai cia pembrolizumab trong diéu tri
UTPKTBN. V& vi tri di can, nghién clfu cho thay
di c&n phdi ddi bén (5 trudng hgp) va xuong (7
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trudng hop) 1a nhitng vi tri di c&n phé bién nhat,
phu hgp vdi cac nghién clru khac®.

Vé dap Ung diéu tri, sau 4 chu ky, ty |é dap
rng toan b (ORR) dat 25%, trong do, khong co
truGng hogp nao dat dugc dap ng hoan toan
(CR) va 25% bénh nhan dat dap ing mét phan
(PR). Ti Ié ki€m soat bénh la 80% vdi 55% bénh
on dinh. Ty 1& nay tuong tu véi nghién clu
KEYNOTE-189 vdi ti 1é ki€m soat bénh la 84.6%
G nhom st dung phac dé Pembrolizumab két hgp
hoa tri®.

V& thdi gian s6ng bénh khdng tién trién
(PFS) trong nghién cllu cua chdng to6i la 10,4
thang, cao két qua tir nghién clru KEYNOTE-189
V@i PFS la 8.8 thang® nhung tuong tu két qua tur
nghién clfu cla tac gid Nguyen Thanh Dudng va
cOng su vGi PFS la 10.91 thang®. Két qua nay
cling cho thay phac do két hgp pembrolizumab
v@i hda chat bo d6i cho PFS cao hon cac phac do
khac, nhu phac d6 pembrolizumab don tri
(nghién cttu cta Trinh Lé Huy la 9.6 thang) hoac
phac d6 pemetrexed-cisplatin (nghién cltu cua
tac gia Nguyen Viét Ha véi PFS la 6.09 thang).

Trong phan tich dugi nhém bénh nhan cé
PD-L1 > 50% va PD-L1 < 50%, biéu dd Kaplan-
Meier cho thdy ro su chénh léch vé thdi gian
sdng thém bénh khodng tién trién gitta hai nhom.
Nhom PD-L1 > 50% co ty |é s6ng bénh khong
tién trién cao haon so véi nhdm PD-L1 < 50%.
Piéu nay dugc thé hién qua dudng cong s6ng
sot clla nhdm PD-L1 > 50% kéo dai han, véi s
bénh nhan sdng bénh khéng tién trién duy tri
cao hon trong khoang thdi gian tr 0 dén 20
thang, p = 0.031. Két qua nay tuong tu vdi
nghién cttu KEYNOTE-189 va mot s6 nghién cliu
trong nudc?, gilp cing ¢6 ludn diém rang biéu
hién PD-L1 cao (= 50%) lién quan dén kha nang
dap Ung tot hon vg&i phac d6 diéu tri
pembrolizumab két hop hda tri. Ngoai ra, phan
tich theo dd tudi cho thdy khdng cd su’ khac biét
vé PFS gilta nhém bénh nhan dudi 65 tudi va
nhédm tUr 65 tudi tr@ l1én (p=0.95), vGi dudng
cong s6ng con clia 2 nhém nay di rat gan nhau.

Chung t6i ghi nhdn cac tac dung khong
mong mudn thudng gap bao gbm ha bach cau
(15%), tdng men gan (15%), viém phéi (15%),
viém da (15%), suy thugng than (10%). Phan
I6n cac tac dung khong mong mudn nay déu &
mc d6 nhe dén trung binh, khéng gay anh
hudng 16n dén qua trinh diéu tri. Khong co
trudng hdp nao bi cac tac dung phu trén & do 4.
Tuy nhién, ching t6i gap cac trudng hop bénh
nhan gdp doc tinh do 3 d6i vdi cac tac dung
khong mong mudn nhu ha bach cau, thi€u mau,
viém da, viém phdi, hodc viém khdp. So vdi
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nghién clru KEYNOTE-189°, ty € tac dung phu
trong nghlen clfu cua chung toi co vé thap han,
diéu nay cd thé lién quan den sO lugng mau nho
va thdi gian theo ddi con ngan.

Nghién cru cua chung t6i van cd mét s6 han
ché. Th& nhat, c@ mau nho véi chi 20 bénh
nhan, do doé viéc danh gia chinh xac vé hiéu qua
cla phac do diéu tri la khd khan. Th hai, thoi
gian theo ddi trung binh chua du dai dé€ dua ra
két luan vé thgi gian song toan bo (0S). Thi ba,
day la mé6t nghién clru h6i cru mo t3, diéu néy
lam han ché& kha nang kiém sodt cac blen sO va
c6 thé dan dén sai léch trong két qua. Do do,
cac nghién clu ti€p theo can thuc hién trén quy
md 18n hon va véi thdi gian theo ddi dai hon dé
¢ thé danh gid toan dién hon vé hiéu qua cua
phac do6 nay.

V. KET LUAN

Tém lai, két qua nghién clu cho thdy rang
phac do phdi hgp pembrolizumab véi hda tri b
do6i co platinum la mot Iua chon hiéu qua va an
toan trong diéu tri budc moét cho bénh nhan
UTPKTBN giai doan IV tai Viét Nam. Thd&i gian
s8ng thém bénh khdng tién trién & nhdm cd bdc
6 PD-L1>50% cao hon cé y nghia so véi nhom
khong boc 16 PD-L1.
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KHAO SAT PAC PIEM LAM SANG VA YEU TO VI SINH HOC
GAY VIEM LE QUAN

TOM TAT
Pat van dé: Viém Ié quan la mét tinh trang viém
phan I& quan cla hé thong 1&é dao hiém gap [59],
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thuGng dé bo sot va thudng kéo dai do bi chéan doan
nham lan véi cac bénh ly bé mat nhadn cdu khac (31,
Cac nghién ctu da cong b6 trudc day ching minh
Actinomyces israelli la mam bénh pho bién nhat gay
viém & quant3l. Trén thé gidi, cac tai liéu khao sat ve
déc diém lam sang vé viém Ie quan kha khan hi€m.
7], M3t khéc, tai Viét Nam viéc chan doan va diéu tri
benh V|em Ie quan hién nay thudng bi bo sét do hiéu
biét vé bénh hoc cung nhu tac nhan gay bénh con han
ché, chan doén sai thudng dan dén cac tha thuat
khong can thiét. Nén d€ lam sang to van dé nay,
chiing téi tién hanh: “Khao sat dic diém Iam sang va
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