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KET QUA PIEU TRI UNG THU PHOI KHONG TE BAO NHO
GIAI POAN III KHONG PHAU THUAT PUQC BANG
HOA XA PONG THO'T PHAC PO VINORELBINE-CISPLATIN

TOM TAT

Muc tiéu: banh gia ty I1é dap ing,thai gian s6ng
them khong tién trién (PFS) va tac dung khong mong
muodn cla hoda xa tri dong thoi ung thu ph0| khong té€
bdo nhd giai doan III v6i phac d6 Cisplatin —
Vinorelbine dudng u6'ng tai bénh vién K va bénh vién
Ung budu Nghé An. DG tugng va phuadng phap
nghlen clru: Nghién citu md ta hodi ciu két hgp tién
cltu trén 48 bénh nhan ung thu phéi khdng t& bao nhd
(UTPKTBN) giai doan III (AJCC 2017 — TNM 8™) tai
bénh vién K va bénh vién Ung Budu Nghé An, dugc xa
tri [6ng nguc dong thai vdl hoa chat phac do Cisplatin
— Vinorelbine derng uong tur thang 12/2021 dén
thang 6/2023. Két qua Do tubi trung binh 60,32;
nam:nir=42/6. Ty 1& dap ('ng toan bd la 58,3%, ty Ie
kiém soat bénh la 85,4%. Phan tich da b|en cho thay
tr| hoan xa >14 ngay va MBH khong tuyén anh hu’dng
xdu dén dap Ung. Trung vi PFS la 8,2 thang Tri hoan
thdi gian xa tri > 14 ngay la yeu to Iam giam PFS. boc
tinh terdng gap la ha bach cau (54, 2%), viem phoi
(45,8%) va viém da sau xa (54,2%), da s6 & do 1,2.
Két luan: Hda xa tri dong thdi UTPKTBN giai doan I
str dung phac do Cisplatin — V|norelb|ne du’dng uong
dem lai ty |é dap (ng va thdi gian s6ng thém khdng
tién trién tot.

To khoa: ung thu phdi khdng t& bao nhd, giai
doan III, hda xa tri dong thdi, Cisplatin, Vinorelbine
ducng udng

SUMMARY
ASSESSING THE EFFECTIVENESS OF
CONCURRENT CHEMORADIOTHERAPY
WITH CISPLATIN AND ORAL VINORELBINE

IN STAGE III NON-SMALL CELL LUNG CANCER

Objectives: The aims of our study were to
evaluate the response rate, progression-free survival
(PFS) and tolerate of concurrent chemoradiotherapy of
Cisplatin-Vinorebine(oral) regimen in stage III non-
small-cell lung cancer patients. Patients and
Methods: In this cross-sectional study, we enrolled
48 patients with stage III non-small-cell lung cancer
(according to the AJCC 2017 classification) who had a
good performance status (PS of 0-1) at National
cancer hospital and Nghe An oncology hospital. These
patients were treated with a combination of radiation
therapy and chemotherapy, consisting of Cisplatin and

1Bénh vién Hitu Nghi Ba khoa Nghé An
2Bénh vién K

Chiu trach nhiém chinh: H6 Duy Tudn Anh
Email: hotuananh725@gmail.com

Ngay nhan bai: 12.6.2023

Ngay phan bién khoa hoc: 14.8.2023
Ngay duyét bai: 24.8.2023

Ho Duy Tuén Anh', Nguyén Thij Thai Hoa?

oral Vinorelbine. Result: Mean of aage is 60.32;
Male/Female rate is 42/6. The overall respone rate
was 58.3% and the median PFS was 8,2 months. On
multivariate analyses, prolonged radiation treatment
time of more than 14 days and adenocarcinoma
pathology were 2 independent factor that decrease
respond rate. Prolonged radiation also associated with
a decreased PFS. Common toxicities are leukopenia
(54,2%), pneumonia(45,8) and  post-radiation
dermatitis (54,2%), most of which are grade 1,2.
Summary: Concurrent chemoradiotherapy with
regimen of Cisplatin and oral Vinorelbine for patients
stage III NSCLC elicited favorable response rates and
progression-free survival outcomes.

Keywords: non-small cell lung cancer, stage III,
chemoradiation, Cisplatin and oral Vinorelbine

I. DAT VAN DE

Theo udc tinh cla Globocal 2020, ung thu
phdi (UTP) dimng th{ 2 vé ty Ié mac va diing dau
trong cac nguyén nhan gay tir vong do ung thu
trén thé gigi; udc tinh moi nam co 2,2 triéu ca
mac mdi va 1,8 triéu ca t&r vong do ung thu
phéi.! Hoa xa tri ddng thdi (HXPT) hién la diéu
tri tiéu chudn ctia ung thu phdi khdng t&€ bao nhé
(UTPKTBN) giai doan III khong phau thuat dugc.

V6i uu diém tdng cam (ng cua phéng xa da
dudc chi’ng minh,? Vinorelbine la 1 trong hoa
chét tiém ndng dé két hop xa tri trong HXPT.
Hon nita, dic diém tuong ducng vé dugc dong
luc gitra Vinorelbine udng va truyén da dem lai 1
phac d6 cd nhitng uu thé vugt troi nhu: téng kha
ndng tudn tha diéu tri do de dang s dung, giam
chi phi diéu tri, giam tac dung phu do truyén tinh
mach.3 Trén thé gidi da c6 mot s6 nghién clru ap
dung hdéa xa tri dong thGi véi phac do
Vinorelbine dudng udéng két hgp véi Cisplatin va
dem lai nhitng két qua kha quan. Do dé, ching
t6i thuc hién nghién clru nham muc tiéu:

1. Két qua diéu tri cua hoa xa tri dong thoi
phdc db Cisplatin két hop Vinorelbine duong
ubng trén bénh nhén ung thu’ phoi khéng té bao
nho giai doan IIT

2. Nhdn xét mot s6 tac dung khdng mong
muén cua phac do diéu tri
I1. DPOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru: 48 bénh nhan
UTPKTBN giai doan III (AJCC 2017 — TNM 8™) tai
bénh vién K va bénh vién Ung budu Nghé An,
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dugc xa tri I6ng nguc dong thgi véi hoa chat
phac do Cisplatin — Vinorelbine dudng udng tur
thang 12/2021 dén thang 6/2023.

*Tiéu chudn lua chon: Bénh nhan dugc
chan doan xac dinh ung thu phdi, th€ md bénh
hoc khéng té bao nho; dugc phan giai doan IIIA
khdng con kha ndng phau thugt hodc tu chdi
phau thuat hodc giai doan IIIB, IIIC theo phéan
loai AJCC/UICC 8. Khbéng c6 xam lan c6t song
gay chen ép tay song, khong cé hoi chirng trung
that can phai can thiép bang xa tri gap. Tudi tur
trén 18 dén dudi 75 tui. Thé trang chung tét:
PS tlr 0-1 theo phan loai ECOG.

*Tiéu chuadn loai trd: Bénh nhan da diéu
tri dac hiéu ung thu (phau thuat, hdéa chat, xa
tri) trudc do. Tién s ¢ ung thu thd 2 ngoai
UTPKTBN. Bénh nhan tlr chdi hdp tac, mat theo
ddi. Bénh nhan dugc bd trg bdng Durvalumab
sau diéu tri.

2.2. Phuong phap nghién ciru

2.2.1. Thiét ké nghién cuu. MO ta cit
ngang, hoi ctu két hgp ti€n cru cé theo dbi doc.
CG mau nghién cru: thuan tién.

2.2.2. Cac budc tién hanh

- Lua chon, danh gia bénh nhan, thu thap
thong tin trude diéu tri.

- Diéu tri

+ Xa tri: Budc tién hanh dong thagi véi hoa
tri, bdt dau tir ngay dau tién cla chu ky héa tri
th{r nhat. Ki thuat xa tri 3D theo hinh dang khéi
u (3D-CRT) hodc ki thuat xa tri diéu bién liéu
(IMRT) V6i tdng lidu 60-66 Gy, phan lidu 1,8-
2Gy. Cac thé tich bia dudc xac dinh theo tiéu
chu&n clia bdo céo ICRU 50/62.

+ Hoba tri: Phac d6 hoa chat Cisplatin
80mg/m2 tinh mach ngay 1 két hgp Vinorelbine
40mg/m2 ubng ngay 1, 8 (chu ki 3 tuan).

- Banh gid dap Ung: Banh gia cac ty 1é dap
U’ng khach quan theo RECIST 1.1. Thdi diém
danh gia dap (rng diéu tri: Sau 40Gy xa tri va sau
két thuc xa tri 1 thang.

- banh gia séng thém khéng tién trién

Thdi gian séng thém khdng tién trién (PFS):
la thoi gian tir lGc bat dau diéu tri cho dén khi
bénh tién trién, hodc tai phat tai viing, hodc di
cdn xa hodc tr vong (khi chua cé tién trién).
Th&i diém k&t thic nghién clu la ngay

31/06/2023. Danh gia PFS va cac yéu t6 anh
hudng dén PFS.

2.2.3. Xur Iy sé'liéu

X ly va phan tich sé  liéu bang phan mém
SPSS 26.0. Bién dinh tinh: Tinh ty |1€ %. Bi€n dinh
lugng: Tinh gia tri trung binh, d6 Iéch. Panh gid
s6ng thém bang phuong phap Kaplan — Meier. Su
khac biét c6 y nghia thong ké khi p < 0,05.

2.2.4. Bao dirc nghién ciu. Phac do nghién
cliu dd dugc phé duyét trong “Hudng dan chén
doan va diéu tri ung thu phdi khong t& bao nho”
clia BO Y T€. bam bao thong tin ma bénh nhan va
ngudi nha cung cap dugc gilr bi mat, khéng cong
bd danh tinh ngudi tham gia nghién clu.

INl. KET QUA NGHIEN cUU
3.1. Déc diém chung
Bang 3.1: Pac diém bénh nhadn nghién cuu

Pic diém 1am sang Sc(>nI;N 1(-2,’/:;?
Tudi Trung binh + SD [60,32 + 8,08
Gigi Na~m 42 87,5
NT 6 12,5

PSO 24 50
Thé trang PS 1 19 39,6
PS2 5 10,4
Dar;)q hultght{oc/da 29 |60,4

Hit thudc 14 — o =000

a bo =10 19 1396

nam/khong hut !
Sut can truéc < 5% 38 79,2
diéu tri > 5% 10 20,8

3.2. banh gia dap (rng
Bang 3.2: Panh gia dap ung khach

quan theo RECIST 1.1
Pap urng N Ty lé (%)
Dap U’ng hoan toan 0 0
Dap ’ng mét phan 28 58,3
Bénh 6n dinh 13 27,1
Bénh tién trién 7 14,6
Tong 48 100

Nhan xét: Ty |é€ dap Ung hoan toan, mot
phan, bé&nh 6n dinh va bénh tién trién [an lugt 1a
0%; 58,3%; 27,1% va 14,6%. Ty |é dap Ung
toan bd: 58,3%; ty |é kiém soat bénh: 85,4%.

3.3. Yéu t6 anh hudéng dén dap (rng
diéu tri

Bang 3.3. Cac yéu té anh hudng dén dap ung diéu tri

f A Co dap in Khong dap rn .
Cacyeu to (Hoan toan b m@% phan) |(Giir nguygn +ptié'ngtrié’n) Tong | P
N <60 11 10 21 | o6
Tudi > 60 17 10 7 | ¥
Nam 26 16 422 0,2

10



TAP CHi Y HOC VIET NAM TAP 530 -

THANG 9 - SO 1 - 2023

Gigi NC 2 4 6
0 11 13 24
PS 12 17 7 24 | 008
Sat can Co 20 18 38 012
=5% Khong 8 2 10 !
Tuyén 16 17 33
MBH Khong tuyén 12 3 15 0,04
. > 60Gy 28 17 45
Liéu xa <60 Gy 0 3 3 0,07
Tri hoan xa Cé 4 8 12 0.04
=14 ngay | Khong 24 12 36 !
Chu ky hoa >2 25 18 42 1.00
chat <2 3 2 5 !
. . IITIA 9 4 13
Giai doan 75" 7rC 19 16 35 | 030
Té‘ing 28 20 48

Nhan xét: Phan tich don bién cho thay MBH tuyén va tri hodn xa >14 ngay la 2 yéu t6 lam giam
ty |1é dap Ung, vdi p=0,04<0,05.
Bang 3.4. Phan tich da bién cac yéu té anh hudng dap irng diéu tri.

Héso | Hé s6 hoi quy B
Tiéu chi (B) OR (e®) 95% CI P
Tuyén 1 ~
MBH KRéng tuyén 768 5,37 1,11-2598 | 0,037
Tri hoan xa Cé 1 ]
>14 ngay Khong 163 513 1,10 - 23,98 0,037

Nhan xét: Phan tich da bién cho thay, MBH va tri hodn xa >14 ngay la 2 yéu t6 anh hudng doc
I3p dén ty Ié dap Ung; véi MBH khong tuyén co ty 1€ dap Ung gap 5,37 lan MBH tuyén; tri hoan xa
<14 ngay cé ty Ié dap ng gép 5,13 [an nhém tri hodn >14 ngay.

3.4. Théi gi

an séng thém khéng tién trién

Bang 3.5: Ty Ié séng thém khéng tién trién tai cdc thoi diém

~ Thdi gian STKTT trung binh | Théi gian STKTT trung vi o
S& BN (N) (thén) (thana) 95%CI
48 8,91 £ 0,76 8,20 + 1,06 6,12 — 10,28
Trung vi thgi gian theo d6i nhém censored 9,38 thang
Survival Function a 4
| s | Median | PRantch
Pacdiém | bénh PFS (log-rank
nhan | (thang) test) p
Mo bénh hoc
UTBM tuyén 33 7,43
UTBM khong 0,76
tuyén 15 10,63
Giai doan
ITIA 13 10,83
TB/miC | 35 8,07 0,37
Thn;\_gian_no'ng_thém_khéna_rién_tri*en — 5 The trang
Biéu db 3.1: Thoi gian séng thém khong tiéh trign | Sutcan < 5% | 38 8,07 0,44
Nhén xét: Trung vi thdi gian s6ng thém Sutcan25%| 10 | 8,97 -
khdng tién trién (PFS) dat 8,2 thang. Thdi gian ____ Thai gian keo dai xa tri (**)
theo d6i trung vi cia nhém censored dat 9,38 thang. | 11 hoan > 141 4,07
3.5. Mot s6 yéu té lién quan dén PFS - hngay 0,004
Bang 3.6: Mot s6 yéu to lién quan dén | " gggf 14| 36 10,23

PFS (phéan tich don bién)
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(**): Thdgi gian kéo dai xa tri: dugc tinh
theo s8 phan liéu (fr) xa tri. Cu thé: >45 ngay
vGi liéu 60 Gy- 30 fr; >47 ngay vdi 64Gy-32
fr;>49 ngay vdi 66Gy-33fr; >51 ngay véi 63Gy-
35fr hodc 70Gy - 35fr B3I

Nhan xét: Két qua phan tich don bién véi
ki€ém dinh log-rank cho th&y c6 1 yéu t& co lién

Bang 3.7. Tac dung khéng mong muén

quan dén PFS, do la thai gian kéo dai xa tri > 14
ngay (p=0,033). Cac yéu t6 khac nhu giai doan
IIIA/IIIB-IIIC; MBH tuyén/khéng tuyén va sut
can >5%/ <5% déu khong cé anh hudng co y
nghia thong ké dén PFS.

3.6. Tac dung khéng mong mudn cua
phac do

Poc tinh "Moi d0 Dol Do 2 “Po3 Do 4
: S8 BN (%) | S6BN (%) | S6BN (%) | S6BN (%) | S&BN (%)
Ha BC 26 (54,2) 15 (31,3) 6 (12,5) 4 (8,3) 12,1)
Viém phdi 22 (45,8) 19 (39,6) 2 (4,2) 1(2,1) 0
Viém thuc quan | 18 (37,5) 15 (31,3) 2(3,2) 1(2,1) 0

Nhan xét: Tac dung khong mong mudn do
4 ghi nhan & 1 bénh nhan ha BC, chiém 2,1%;
Tac dung khéng mong muén do 3 & 6 bénh
nhan, trong do 4 bénh nhan (8,3%) ha bach cau,
1 bénh nhan viém phdi va 1 bénh nhan viém
thuc quan. Cac tac dung khong mong mudn khac
déu chi 6 do 1,2.

IV. BAN LUAN

4.1. Pap (rng diéu tri. Khi phan tich trén
48 bénh nhan dudc thuc hién phac do nghién
clu, ty Ié dap (ng toan bd (ORR) la 58,3%, ty I€
kifm soat bénh dat 85,4%. Phan tich da bién
cho thdy MBH tuyén va tri hoan xa tri >14 ngay
la 2 yéu to anh hudng doc lap téi ty 1€ dap Ung,
va lam giam ty 1€ dap (ng so vdi cdc nhdm con
lai tung (ng. Cu thé, MBH khéng tuyén co ty 1é
dap Ung gap 5,37 lan MBH tuyén; tri hodn xa
<14 ngay co ty |é dap Ung gap 5,13 l[an nhém tri
hoan >14 ngay. Két qua nay cling tuong dong
vGi mét s6 nghién cltu trén thé gidi diéu tri HXDT
phac do Cisplatin két hgp Vinorelbine udng.
Nghién clru phase II RENO study (2018) so sanh
phac d6 Vinorelbine uéng — Cisplatin (OV-C) va
Etoposid-Cisplatin (EP) trong HXDT ung thu phdi
khong té bao nho giai doan III. Két qua & nhanh
OV-C cho ty Ié dap (ng toan bd la 61,9%; tucng
duong véi nhanh EP (63,1%).4

Nghién ciu PROCLAIM (2016), mot nghién
clu ngau nhién III thuc hién trén 598 bénh
nhan, so sanh phac d6 Pemetrexed-Cisplatin
(PeC) vdi EP phdi hgp dong thai xa tri 16ng nguc
cho bénh nhan UTPKTBN khong vay giai doan
III. Ty lé dap Ung clia HXDT phéac d6 PeC va EP
l[an luct la 35,9% va 33,0%.° Ty |é dap (ng
trong nghién cru trén thap han cac nghién clu
khac co thé giai thich do ty 18 khdng diéu tri &
nhanh PeC va EP lan luct la 9,3% va 9,8%.

4.2. Thoi gian song thém khong tién
trién. V4i thdi gian theo di trung vi clia nhom
censored la 9,38 thang; ching t6i thu dugc trung

12

vi PFS cta nhém nghién ctu la 8,2 thang.
Nghién clu tdng quan hé théng cla Paul
Lesueur (2018) tdng hop cac nghién cltu phase
II, phase III sit dung phac do Vinorelbine —
Cisplatin trong HXDT UTPKTBN ciing cho két qua
trung vi PFS dao dong tur 6,4 thang — 12 thang.®
Bén canh dd, khi so sanh vdi cac phac d6 khac
sir dung dong thdi véi xa tri UTPKTBN giai doan
I1I, nghién ciru PROCLAIM cho thgi gian trung vi
PFS ciia nhanh PeC la 11,4 thang; nhanh EP la
9,8 thang.”

Co mét s6 yéu t6 co thé 1a nguyén nhén
khién nghién clu cla chdng t6i cé thdi gian
trung vi PFS thap hon so v8i cac nghién clu
trén. Th(r nhat, chdng t6i da loai khdi nghién cliu
mot s6 bénh nhadn dudc diéu tri cing co
Durvalumab, nhu vay sau khi loai bd cac trudng
hgp dung Durvalumab thi ty I&é bénh tién trién
sau HXDT ciing tang lén va c6 anh hudng dén
két qua trung vi PFS. Th{ hai, do anh hudng cla
dich COVID-19 trong thdi gian ti€n hanh nghién
ctu, c6 nhiéu bénh nhan phai kéo dai thdi gian
xa tri. Cudi cling cd thé do thdi gian theo ddi clia
nhém censored con thap, nén nhiéu bénh nhan
ciia nhdém nay chua ghi nhan tién trién trong thoi
gian nghién cfu, dan dén trung vi song thém
thdp han so vdi thuc té.

VEé cac yéu to anh hudng dén PFS cua HXDT
UTPKTBN, trong nghién cru clia ching toi co 1
yéu to tién lugng xau doéi vai PFS, dé la thai gian
kéo dai xa tri >14 ngay. Matthew T. McMillan va
CS da hoi ctu trén 14154 bénh nhan UTPKTBN
giai doan III trén cd s& dir liéu National Cancer
Database, cho thdy cac bénh nhan kéo dai thdi
gian xa tri co két qua OS kém hon so vGi nhom
diéu tri tiéu chudn (18,6 thang so véi 22,7 thang,
p<0,0001).”

4.3. Tac dung khong mong mudn. Trong
nghién clfu ching téi ghi nhan 7 trudng hgp cé
tdc dung khéng mong mudn tir do 3 trd Ién,
trong do6 5 trudng hdp ha bach cau tir d6 3 trg
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lén, 1 trudng hop viém phdi va 1 trudng hop
viém thuc quan. Cac tac dung khdng mong mudn
khac déu & do 1-2, phuc hoi hoan toan sau khi
XU tri tich cuc trong thdi gian ngan va khong anh
hudng dén diéu tri. Nghién clfu cua Yoichi Naito
va cong su bao cao 52% trudng hgp ha bach
cau do 3-4.8 Khi so sanh vgi phac do khac, cling
cho thay ty Ié tac dung khong mong mudn thap
han. Nghién ciru RENO ghi nhan, chi 1 trudng
hgp viém thuc quan do 3-4 & nhanh oVP so Véi
12 trudng hgp & nhanh EP; 19,7% bénh nhan cd
tac dung khong mong mudn huyét hoc & nhanh
oVP so v8i 62,6% & nhanh EP.* TU d§ cd thé
thdy kha nang dung nap rat tot cla phac do
Cisplatin-Vinorelbine udng.

V. KET LUAN

Hoa xa tri dong thai UTPKTBN giai doan III
st dung phac d6 Cisplatin — Vinorelbine ubng
dem lai ty 1€ dap Ung toan bo (ORR) 58,3%.
Trung vi PFS clia nhdm bénh nhan khong diéu tri
cung c6 Durvalumab la 8,2 thang; vdi thdi gian
theo doi trung vi 8 nhdom censored la 9,38 thang.
Thai gian kéo dai xa tri > 14 ngay la yéu to tién
lugng xau doi véi PFS cla nhdm bénh nhan trén.
Tac dung khong mong mudn dé 3-4 ghi nhan & 7
bénh nhan chiém 14,6%, trong d6 ha bach cau
chiém 10,4%; viém phéi chiém 2,1% va viém
thuc quan chiém 2,1%.
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NG vi hdc t6 bdm sinh I3 mot trong cac ton
thuong da hay gdp & tré so sinh, tdn thudng co thé
gay mat tham my va chuyen thanh ung thu hac té.
Ngh|en clru cla chung t0| cung cap nhiing thong tin
vé dic diém lam sang va nhiing bang chu’ng vé két
qua diéu tri nd vi hdc t& bam sinh vung mat bdng
phudng phap ghep da day toan bo. Két qua cho thay
dac diém lam sang nd vi hic t6 bdm sinh viing mat
trén 46 khoi ng vi hinh bau duc hay gap nhat (43,4 %),
mau den (76, 1%), g6 lén mat da (58,7%), gap nhiéu
nhat & viing mé (29,9%), kich thudc nho (<3cm) hay
gép nhat (41,3%). Thuc hién phau thuét cho 25 bénh
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