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_ KET QUA BU'O'C PAU DIEU TRI PHAC PO HOA XA
DPONG THOT CUNG CO BANG DURVALUMAB TREN BENH NHAN
UNG THU PHOI KHONG TE BAO NHO GIAI POAN III TAI BENH VIEN K

TOM TAT

Muc tiéu: Danh gia thdi gian s6ng bénh khong
tién triéncla diéu tri cing cd Durvalumab sau héa xa
ddng thdi (HXDT) trén bénh nhan ung thu phdi khdng
t€ bao nho giai doan III. POi tuwgng va phucng
phap: Nghién cfu thuc hién trén 46 bénh nhén ung
thu phdi giai doan IIIA khdng phau thuét, IIIB, IIIC
chua tién trién sau diéu tri HXDT, sau dé dudc cling
c8 bang Durvalumab t&i 12 thdng. K&t qua: Tudi
trung binh ctia nghién ciru 1a 58,4 £ 7,1 tudi, ty 1é
nam/n{t = 1,8/1. Thai gian séng khdng bénh tién trién
trung binh la 15,5 thang. Viém phéi k& la tac dung
khong mong mudn hay gap nhat. K&t luan: Nghién
ctru ghi nhan trén nhdm bénh nhan dau tién diéu tri
cling c6 Durvalumab sau HXDT tai bénh vién K cho két
qua kha quan vé thdi gian s6ng bénh khéng tién trién,
céc tac dung khéng mong mudn dugc kiém soét tét.

Tar khoa: Ung thu phdi, hoa xa tri, Durvalumab

SUMMARY
INITIAL RESULTF OF THE CONSOLIDATION
THERAPY WITH DURVALUMAB AFTER
CONCURRENT CHEMORADIOTHERAPY IN
STAGE III NON — SMALL CELL LUNG CANCER

IN PATIENTS AT K HOSPITAL

Aims: To evaluate the progression-free survival
(PFS) and adverse events of consolidation therapy
with Durvalumab after concurrent chemoradiotherapy
in patients with stage III non-small cell lung cancer
(NSCLC). Patients and Methods: This study
included 46 patients with stage IIIA without surgery,
IIIB, IIIC NSCLC who had not progressed after
concurrent chemoradiotherapy, subsequently received
consolidation therapy with Durvalumab for up to 12
months. Results: The mean age of the patients was
58.4 + 7.1 years, male-to-female ratio of 1.8:1. The
progression-free survival was 15,5 months. The most
common adverse event was interstitial pneumonitis.
Conclusion: This study on the first cohort of patients
receiving Durvalumab consolidation therapy after
chemoradiotherapy at K Hospital showed promising
results in terms of progression-free survival, with
manageable adverse effects.
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I. DAT VAN DE

Ung thu phéi khéng t& bao nhé (UTPKTBN)
la th€ bénh phé bién cta ung thu' phdi, cb ty 1€
tr vong cao. Tai Viét Nam, UTPKTBN thuGng
phat hién & giai doan mudn. Bénh UTPKTBN giai
doan III gdp khodng 22% tai thdi diém chan
doan ban dau va ty Ié s6ng thém 5 nam dao
dong tur 5 dén 20%, két gqua nay phu thudc vao
phudng phap diéu tri. Phau thuat cé vai tro han
ché vi da s6 cac trudng hop khdng thé cét bo
triét d€. Di cdn xa la that bai thuSng gdp nhéat
d6i vdi cac nghién clu vé xa tri don thuan. bay
chinh 13 co so dé tién hanh cac nghién cltu phéi
hgp hda chét va xa tri.

PG6i v8i bénh nhan UTPKTBN giai doan III
khéng mé dugc cb thé trang t6t, nhiéu nghién clru
da chirng minh hoéa xa tri dong thai (HXTPT) vuot
trGi so véi xa tri don thuan. Ngoai ra, HXTDT cai
thién thai gian sdng thém toan bo so véi hda xa tri
tuan tu (HXTTT) du cd gia tang doc tinh viém thuc
quan do 3-4. Vi vay, phuang phap diéu tri tiéu
chuin cho bénh nhan UTPKTBN giai doan III c
thé trang tét la HXTDT.

Hién tai chua cd phac do hoa chat toi uu két
hgp dong thdi véi xa tri cho UTPKTBN giai doan
III khéng mé dugc. Hai phac d6 hda chat phd
bién hién nay la etoposide-cisplatin (EP) va
paclitaxel-carboplatin (PC) hang tuan. Trong giai
doan nhiéu bénh dich dudng hé hap phuc tap
nhu hién nay, cac phac doé hoa tri nén uu tién
viéc thuc hién don gian, ngan ngay, si’ dung
dudng udng. Ba cé mot s6 nghién clu vé viéc
HXTDTvGi phac d6 Vinorelbine dudng udng két
hgp vai Cisplatin, tuy nhiénkét qua diéu tri van
con nhiéu han ché.

Nam 2017, nghién clru Pacific da chiing té
hiéu qua cua diéu tri mién dich Durvalumab theo
sau phac d6 HXTDT trén bénh nhan UTPKTBN
giai doan III. Két qua thdi gian s6ng khéng bénh
tién trién 1a 16,8 thang & nhdm Durvalumab va
5,6 thang & nhdm gia dugc. Thdi gian trung binh
dan dén tir vong hoac di cdn xa la 28,3 thang &
nhém Durvalumab va 16,2 thang & nhém gia
dudc (ty 1€ nguy cc phan tang, 0,53; KTC 95%,
0,41 dén 0,68).

V@i nhitng két qua kha quan nhu vay, diéu
tri cing c6 Durvalumab sau HXDT da md ra co
hoi méi cho bénh nhan UTPKTBN giai doan III.
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Vi vay, ching t6i thuc hién nghién clru nay vdi
muc tiéu: Banh gid thdi gian song bénh khong
tién triénclia diéu tri cing ¢ Durvalumab sau
héa xa déng thdi trén bénh nhan ung thu phdi
khong t€ bao nhd giai doan III.

Il. OI TUQNG VA PHU'ONG PHAP NGHIEN CUU

2.1. Poi tugng nghién clru. Bénh nhan
dudc chan doan xac dinh 1a ung thu phdi giai
doan III, chua tién trién sau diéu tri HXDT theo
phac do bo doi cd chira platinum, sau dé dugc
clng c6 bang Durvalumab tdi 12 thang.

Tiéu chudn lua chon bénh nhan

- Bénh nhan dudgc chan doan ung thu phdi
biéu mo _tuyén giai doan IIIA khong con kha
ning phau thut hodc tir chdi phiu thuat, giai
doan IIIB, IIIC theo phan loai AJCC/UICC 8.

- Cera dugc diéu tri dac hiéu (phau thuat,
xa tri, hda chat) ngoai trir sinh thiét chan doan.

- Khong c6 xam lan cot s6ng gay chen ép
tay soéng, khong coé hoi ching trung that can
phai can thiép bang xa tri gap.

- TuGi tir trén 18 dén dudi 75 tudi.

- Thé trang chung t&t: PS tir 0-1 theo phan
loai ECOG.

- Khéng cé cac bat thudng vé giai phau Iong
nguc anh hugng tdi xa tri.

- Bénh nhan phai nhan téng liéu xa trong
phac do HXDT la 60Gy + 10% ( tir 54 — 66Gy).

- Bé&nh nhén chua tién trién sau khi két thic
HXDT.

- Ky vong sbng it nhat 12 tuan.

- Xét nghiém cong thi'c mau va sinh hda
mau trong gidi han cho phép diéu tri.

- C6 ho so luu trir day du.

Tiéu chuén loai tri’ bénh nhan

- Tién s bi ung thu khac.

- Tién st hoac dang cd bénh tu mién hoat
dong trong vong 2 nam trudc day.

- Bang ching bénh toan than nghiém trong
hodc khong kiém soat dugc: bao gém bénh ly
xuat huyét, nhiém trung dang hoat dong nhu
viém gan B, viém gan C, HIV, suy tim sung huyét
6 triéu ching, tdng huyét ap khéng kiém sodt,
dau that nguc khdng 6n dinh.

- Bénh nhan da tirng diéu tri véi bat ky thudc
anti-PD-1 hoac anti- PD-L1 trudc day.

- Bénh nhan tir chdi hgp tac, khong theo doi
dugc

2.2. Phucang phap nghién ciru

Thiét ké nghlen ciru; Nghién ciru mo ta.

C6 mau va chon mau nghién ciru: Chon
mau thun tién.

2.3. Xtr ly s0 liéu. Cac s0 liéu thu thap dugc
ma hda va x{r ly bang phan mém SPSS 20.0.

- DUng test chi binh phuong dé kiém dinh y
nghia thong ké khi so sanh cac ty 1€ va udc tinh
nguy cd OR.

- Su khac biét cé y nghia thong ké khi gia tri
p cta kiém dinh < 0,05.

INl. KET QUA NGHIEN cUU
3.1. Déc diém bénh nhéan
Bang 1. Pac diém bénh nhan

< i S | Tylée
Pac diém lvgng | (%)
o Tubi trung binh:
Tuoi 58.37
. Nam 30 65,2
Gioi Nt 16 | 348
. 0-1 46 100
Toan trang 5 0 0
R - Co 23 50
Huat thuodc khong 23 50
Bénh man Co 9 19,6
tinh khong 37 80,4
Giaidoan | 3 2 | 54
bénh
- ITIc 11 24
... x| Carcinoma tuyén| 37 80,4
G'g%';l;'au Carcinoma vay 8 17,4
: Khac 1 2,2
Pot bién Khong 34 73,9
gen Co 12 26,1
Loai dét EGFR 9 19,6
bién Khac 3 6,5

Nhdn xét: Tudi trung binh cta nghién clu
la 58,37; bénh nhan cao tudi nhat 74 tudi, it tudi
nhét & 31 tudi. 09 bénh nhan cé bénh kém theo,
trong dé 04 bénh nhan cd bénh tim mach, 01
bénh nhan tién s COPD, 02 bénh nhan viém
gan man, 02 bénh nhan dai thdo dudng. Giai
doan IIIb chiém ty [é nhiéu nhat (54%)
Carcinoma tuyén 1a giai phiu bénh thudng gap
nhat. 12 bénh nhan mang dot bién gen trong do
€6 09 bénh nhan mang doét bién EGFR.

3.2. Két qua diéu tri

TY LE(%)

EMETREXED - VINORELBIN - ETOPOSIDE -
CISPLATIN CISPLATIN CISPLATIN

Biéu dé 1. Ty 1é cac phac doé hoa chat trong
hoa xa dong thoi
Nh3n xét: Phac do Vinorelbin — Cisplatin
chiém ty Ié cao nhéat 32,6%, phac d6 Paclitaxel —
carboplatin chiém 26,1%, phac do Pemetrexed —
platinum chi€ém 23,9%.
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Bang 2. Pap irng hoa xa déng thoi

Pac diém S6 lugng | Ty Ié (%)
Dap ’ng hoan toan 2 4,3
Dap ’ng mét phan 42 91,3

Bénh gilf nguyén 2 4,3
Tong 46 100

Nh3n xét: 46 bénh nhan dudgc tuyén vao
nghién ctru déu dat dap Uing sau hoda xa dong thdi,
trong dé c6 2 bénh nhan dap Ung hoan toan, da s6
cac bénh nhan dat dap ing mot phan.

Survival Function

PFS ()

Months

Means and Medians for Survival Time

Mean? Median
0] T ) "
Estimate | Std. Error 95% Confidence Interval Estimatel Std. Error 95% Confidence Interval
Lower Bound | Upper Bound Lower Bound
19.541 1.865 15.885 23.197 15.461 4,102 7.420

Biéu dé 3. Thoi gian séng bénh khéng tién trién

_Nh3n xét: Thai gian s6ng khong bénh tién
trién trung binh la 15,5 thang.

IV. BAN LUAN

Trong ung thu phdi, nhdm tudi thudng gap
nhét Ia trén 40 tudi va tap trung chu yéu tir 50 —
70 tubi. Trong nghién cua ching toi, dd tudi
trung binh [a 58,37 tudi, tudi thdp nhat la 31 va
cao nhét la 74 tudi. K&t qua nay clia ching toi
cling tuong tu nhu két qua cua tac gia Tony S.
Mok va cs tudi trung binh 1a 57 tudi®, tac gia Lé
Thu Ha tudi trung binh 58,8 tu6i’. Trong dé
nhém tudi hay gap nhét la tir 50 - 70 tudi chiém
77,4%, tudng tu két qua cla tac gia Nguyen Van
Tinh nhém tudi nay chiém 67,8%®. Nghién clu
cla ching t6i ty 1€ nam/nit la 65,2%/34,8%,
tuang dong cac nghién cltu trong nudc tac gia
Nguyén Van Tinh ty I& nam/nir la 67,3%/32,7%3
hay tac gid Nguyén Thi Thanh Huyén la
59,7%/40,3%°. Hut thudc la yéu t6 nguy co
ngoai sinh hang dau gdy ung thu phdi, nhiing
ngudi nghién thudc 1d cd nguy cd méc ung thu
phdi cao gdp 20 — 40 [an so vdi ngudi binh
thudng. Trong nghién clru cla ching toi ty I€
hat thube la 50%, tucng dong ty I€ hat thudc
cla tac gia Nguyén Thi Thanh Huyén 46,8%°,
thdp hon cac nghién clu ung thu phdi t€ bao
nhd, ty 1€ hat thudc Ién 87%.

Giai doan III dugc coi nhu giai doan tién
trién tai vung, vi vy hau hét u c6 kich thudc 16n,
di can nhiéu hach vlung, giai doan IIIB chiém ty
Ié nhiéu nhat 54%, giai doan IIIC chiém 24%,
giai doan IIIA it nhat chiém 22%. Két qua nay
hoan toan phu hgp véi thuc té diéu tri giai doan
IIT hién nay: giai doan IIIB dugc chi dinh diéu tri
HXDT nhiéu nhat, mét s6 bénh nhan giai doan
ITIC ¢6 thé d& diéu tri toan than, mot s6 bénh
nhan giai doan IIIA lua chon hoda chat tién phau,

phau thuat. B

Carcinoma tuyén la thé giai phau bénh hay
gap, chiém 80,4% trong nghién ctu nay. Co
26,1% bénh nhan phat hién mang dot bién gen,
trong do 19,6% la dot bién EGFR. Giai thich két
qua nay cé mot s6 bénh nhan khong xét nghiém
dot bién gen trudc diéu tri, va mot s6 bénh nhan
khi phat hién cé dot bién gen da tir chéi diéu tri
mien dich Durvalumab cing c6 sau hda xa dong
thGi nén két qua ty 1€ dot bién gen trong nghién
ctu nay thap.

Hdéa tri bd d6i cd cha platinum la Iua chon
tiéu chuan trong phac d6 HXPT. Lua chon phac
dd hda tri phu thudc thé trang ngudi bénh, diéu
kién cung (ng thudc, chi phi diéu tri, su ua thich
cla ngudi thay thudc. Trong nghién clu cua
chiing t6i cé day du cac phac d6 hda chat phd
bi€n hién nay: phac d6 Paclitaxel — carboplatin
hang tuan dudc st dung nhiéu nhat vdgi ty 1€
32,3%, sau dé la phac do Vinorelbin — Cisplatin
chiém 25,8%. Phac d0 Etoposide — Cisplatin
dudng nhu khong con chiém uu thé nhu trudc
day, vGi ty Ié trong nghién clru nay chi chi€ém
19,4%, c6 thé do thdi gian truyén dai ngay, gay
nhiéu khé khan cho ca bénh nhan va thay thudc.

Sau HXDPT da s6 bénh nhan dat dap i’ng mét
phan chiém 91,3%. C6 2 bénh nhan bénh gitr
nguyén nhung cé Igi ich Iam sang nén van tiép
tuc nhan diéu tri ciing c6 Durvalumab.

Thoi gian s6ng khoéng bénh tién trién cua
nghién citu dat 15,5 thang. Két qua kha tuang
dong vGi nghién ciu Pacific cd thdi gian s6ng
khéng bénh tién trién la 16,8 thang. Biéu nay cho
thay thuc hanh 1am sang tai bénh vién K bam sat
cac nghién clu. Cac bac sy da tu van va tién
hanh diéu tri mién dich cing c6 s6m sau khi hda
xa dong thdi, tuan tha tot liéu thude va thdi gian
truyén, danh gia va x{ ly tac dung phu kip thai.
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V. KET LUAN

Qua két qua nghién cliru budc dau vé diéu tri
phac d6 cing c6 Durvalumab sau hda xa dong
thdi trong ung thu phéi khdng t&€ bao nhd giai
doan III cho thay: Durvalumab sau hdéa xa dong
thai la phac d6 mang lai két qua kha quan vé
thdi gian s6ng bénh khéng tién trién va cac tac
dung khéng mong muén dudc kiém soat tot.
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KET QUA DIEU TRIBU'O'C 1 UNG THU PHOI KHONG TE BAO NHO GIAI
DOAN IV BANG GEFITINIB TAI BENH VIEN UNG BU'O'U TINH THANH HOA

TOM TAT

Muc tleu M6 ta mét s6 dic diém lam sang, can
lam sang clia bénh nhan (BN) ung thu ph0| khong té
bdo nhd (UTPKTBN) giai doan IV c6 dot bién EGFR
dugc diéu tri budc 1 bang gefitinib. Danh gia két qua
diéu tri cua nhém BN nghién ciu. P6i tugng va
phuadng phap nghién cilru: Nghién cltu mo ta hoi
cftu trén 63 BN UTPKTBN giai doan IV cé dot bién
EGFR, diéu tri budc 1 bang gefitnib tai Bénh vién Ung
buGu tinh Thanh Hda tir thang 1/2021 dén thang
5/2024. Két qua: Tudi trung binh 13 64,4. Ty 1€
nam/nit la 1,17/1. Ty Ié dot bién exon 19 va exon 21
[an lugt la 57 1% va 34,9%. 85,7% BN dap (ing mot
phan. Ty 1é klem soat benh dat 93 7%. Thai gia song
thém toan bd (0s): 35 £ 4.2 thang Thdi gian song
thém khoéng tién trién PFS:14+1,9 thang Két luan:
Piéu tri budc 1 BN UTPKTBN giai doan IV béng
geﬁtmlb dem lai két qua kha quan. T khda: ung thu
phdi khdng t& bao nho, dot bién gen EGFR, gefitinib.

SUMMARY
THE RESULTS OF GEFTINIB AS THE FIRST-
LINE TREATMENT OF ADVANCED NON-
SMALL CELL LUNG CANCER PATIENTS
HARBORING EGFR MUTATIONS
Objectives: To describe some clinical and
paraclinical features of advanced non-small cell lung
cancer (NSCLC) patients with EGFR mutations.
Evaluation the treatment results of gefitinib as the
first-line treatment. Subjects and methods: A
retrospective descriptive study on 63 advanced NSCLC
patients harboring EGFR mutations who received
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gefitinib as the first-line treatment at Thanh Hoa
Oncology Hospital from January 2021 to May 2024.
Results: The average age was 64.4. The male/female
ratio was 1.17/1. The mutation rates of exon 19 and
exon 21 were 57.1% and 34.9%, respectively. 85.7%
of patients responded partially. The disease control
rate was 93.7%. Overall survival (0S): 35 + 4.2
months, progression free survival (PFS): 14 + 1.9
months Conclusions: Gefitinib as the first-line
treatment achieved high outcomes. Keywords: non-
small cell lung cancer, EGFR mutations, gefitinib.

I. DAT VAN DE

Ung thu phéi (UTP) la mdt trong nhitng loai
ung thu phé bién trén toan ciu, vai ty 18 tir vong
cao va anh hudng nghiém trong dén sic khde
cong dong. Theo GLOBOCAN 2022, UTP la
thudng gap & ca hai gigi véi khoang 2,5 triéu
ngusi mac va 1,8 triéu ngudi tir vong. Viét Nam
cling khdng nam ngoai xu thé chung cla thé
gidi. Nam 2022 cé khoang 24,5 ngan trudng hgp
mac mdi (13,5%) va 22,5 ngan ngudi ti vong!.

Theo phén loai md bénh hoc, ung thu phdi
khong té€ bao nho (UTPKTBN) chiém phan 16n
cac trudng hdp (85%) va thudng dudgc chan
doan & giai doan mudn, khién viéc diéu tri trd
nén khd khan. Cac phu’dng phap truyen thong
nhu hda tri va xa tri cd thé glup kiém soat su
phat trién bénh nhung hiéu qua lau dai va tinh
ca thé hdéa clia cac phac dd nay con nhiéu han
ché. Bén canh dd, tdc dung ngoai y cé thé anh
hudng nghiém trong dén chat lugng cudc s6ng
ctia BN?3,

VGi sy tién bd khong ngiing cua sinh hoc
phan tl, cac nha nghién c(fu da tim ra mét trong
nhifng dot bién gen quan trong lién quan dén
UTPKTBN, d6 la gen EGFR (Epidermal Growth
Factor Receptor). DOt bién EGFR thic day su
phat trién va téng trudng t€ bao ung thu théng



