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NGHIEN CU'U SONG THEM VA CAC YEU TO ANH HUONG
TRONG DIEU TRI GEFITINIB BUO'C MOT UNG THU’ PHOI
KHONG TE BAO NHO GIAI POAN MUON CO POT BIEN EGFR

Nguyén Thi Thanh Thuy!, P§ Huyén Nga?,

Nguyén Quang Trung!, Nguyén Khanh Toan!

TOM TAT

Muc tiéu: banh gla sbng thém va cac yeu t6 anh
erdng dén thai gian séng thém trong diéu tri budc
mot Geﬂtlnlb benh ung thu' phéi khong t& b3o nhd giai
doan mudn cé dot bién EGFR. Boi tuwgng nghién
clfu: 69 ngudi bénh dugc didu tri bang Gefitinib 250
mg/ngay cho dén khi bénh tlen trién hodc ddc tinh
khong dung nap dugc. Két qua: Ty |é dap u‘ng chung
85,5%, ty 1& kiém soat bénh 94,2%. Thdai gian song
bénh khdng tién trién 12, 6+1,1 thang, thdl gian séng
toan b6 21,8 + 2,5. Chi so toan trang va loai dot b|en
gen EGFR anh erdng c6 y nghia dén thdi gian sdng
thém bénh khong tién trién.

To khoa: ung thu phdi khéng t€ bao nhd,
Gefitinib.

SUMMARY
SURVIVAL STUDY AND SOME FACTORS
AFFECTING IN FIRST-LINE GEFITINIB
TREATMENT OF ADVANCED NON-SMALL

CELL LUNG CANCER WITH EGFR MUTATION

Objective: To study the survival and some factors
influencing on the survival in advanced non- small cell
lung cancer patient with EGFR mutation used Gefitinib
as the primary treatment. Subject and method: 69
non- small cell lung cancer patients used Gefitinib 250
mg per day until progressive disease or unacceptable
toxicity. Results: Response rate was 85,5%; Disease
control rate was 94,2%; Progression free survival time
12,6 £ 1,1 months; overall survival 21,8 £ 2,5
months. The patient's overall condition and EGFR gene
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mutation significantly related the Progression- free
survival time.
Keyword: Non- small cell lung cancer, Gefitinib.

I. DAT VAN DBE

Véi khoang 2,2 triéu ca m&i mac va 1,8 triéu
ca tir vong moi nam, ung thu ph0| la mot trong
mudi bénh ung thu thudng gap va la nguyén
nhan gay tr vong hang dau lién quan dén ung
thu trén thé gidit. Trong lich su, tién lugng ngudi
bénh dugc chdn doan mac bénh ung thu phéi rat
xdu. Hoa tri va cham soc triéu chiing la phuong
phap diéu tri chd yéu cho ngudi bénh mac ung
thu phGi khéng té€ bao nhd giai doan mudn.
Trong nhitng nam gan day co nhiéu tién bo
trong chan doan sinh hoc phan tr, mot s6 dot
bién gen dad dugc xac dinh trong ung thu phdi
khong t& bao nhd, dan dén phudng phap diéu tri
cho nhitng bénh nhan nay tir hda tri sang diéu tri
dich. Nhiéu thr nghiém lam sang da ching minh
tinh uu viét cla thudc Uc ché tyrosine kinase thu
thé yéu td tdng trudng biéu bi (EGFR-TKIs) so
vGi hda tri vé ty 1€ dap Ung va ty Ié sbng thém.
Gefitinib la thudc dich thé hé 1 diéu tri ung thu
phGi khéng t€ bao nho, tdc dong dén EGFR
thong qua Uc ché tyrosine kinase?3.

Muc tiéu nghién clu nhdm danh gia séng
thém va cac yéu t6 anh hudng dén thsi gian
s6ng thém trong diéu tri budc mot Gefitinib bénh
ung thu phéi khéng té bao nhé giai doan muén
tai Bénh vién Ung Budu Nghé An.

Il. DPOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Péi tu'gng: 69 bénh nhan dugc chan doan ung
thu phdi khong t& bao nho giai doan mudn co dot
bién gen EGFR dugc diéu tri buGc mdt bang
gefitinib (Tressa 250 mg) dudng udng tir T1/2016
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dén T2/2022 tai Bénh vién Ung budu Nghé An.

Tiéu chuén lua chon bénh nhan:

Bénh nhan chan doan xac dinh UTPKTBN giai
doan muon (IIIB, IIIC va IV) ( AJCC 2017) co
dot bién EGFR loai nhay thudc exon 19 (Del 19)
va /hodc exon 21 (L858R) dugc diéu tri budc 1
Gefitinib trong thdi gian it nhat 02 thang tinh dén

Ill. KET QUA NGHIEN cU'U
3.1 Thdi gian dung thudc:
Bang 1: Thoi gian dung thuéc

thdi diém két thic nghién clu, tudi > 18.

Tiéu chudn loai tri: Bénh nhan di ing thudc,
suy gan, suy than nang, bénh nhan bd dd diéu tri,
khéng chap nhan tham gia nghién clu.

Thiét ké nghién ciru: Nghién cru md ta hoi
ctru két hgp ti€én clu. Chon mau thuéan tién thu
nhan dugc 69 bénh nhan.

So6 thang dung Trung binh Trung vi Min Max
thudc (thang) (thang) (thang) (thang)
710 10.3 £ 4.7 9.2+ 2.8 2.5 24.8

S0 thang diéu tri trung binh I3 10.3 + 4.7 thang. Ngan nhat la 2.5 thang, dai nhat la 24.8 thang.
3.2 Pap rng diéu tri:
Bang 2: Bap ung diéu tri

Pap (rng %
Dap (ng hoan toan 0
. Dap ’ng mét phan 85.5
Bap u’lzg)chung Bénh gilr nguyf:‘n 8.7
Bénh tién trién 5.8
Ty lé dap 'ng chung 85.5
Ty Ié kiém soat bénh 94.2

C6 85,5% bénh nhan dap ing 1 phan; 5,8% bénh tién trién. Ty Ié dap (ng chung 85,5%, Igi ich
lam sang dat 94,2%.
3.3 Thai gian sdng thém khong tién trién:
3.3.1 Thoi gian séng thém khéng tién trién:
Bang 3: Séng thém khéng tién trién
Sdng thém khong tién trién
Min(thang) | Max(thang) | 3 thang(%)

2.5 24.8 97.1

12
thang(%)
52.1

6 thang(%o)
84.6

Trung vi(thang)
126 £ 1.1

T Hinh 1: Trung vi séng thém khdng tién trién
L Trung vi thdi gian s6ng thém khéng tién trién
. 12.6 + 1.1, ngdn nhdt 2.5 thang, dai nhat 24.8
thang. PFS tai thdi diém 3 thang 13 97.1%; 6
thang la 84.6%; 12 thang 52.1%.
3.3.2 Séng thém khéng tién trién va mot
SO 'yéu to'lién quan

Cum Survival
—

2000

Bang 4: Séng thém khéng tién trién theo tudi

Sdng thém khéng tién trién
Tudi Trung vi Min Max 3thang | 6 thang | 12 thang p
(Thang) (Thang) | (Thang) (%) (%) (%)
<60 tu6i | 14.1+3.5 2.5 18.2 95 83.8 56.4 0.922
260 tuoi 12.6 £ 0.9 2.8 24.8 98 85.3 51 )

Trung vi PFS 8 nhdm bénh nhan tudi dudi 60 la 14.1 thdng cao hon so vdi nhém >60 tudi la 12.6
thang. Tuy nhién su khac biét khdng cé y nghia théng ké véi p > 0,05.
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Bang 5: Séng thém khéng tién trién theo gidi

So6ng thém khdng tién trién
GiGi Trung vi Min Max 3thang | 6thang | 12thang p
(Thang) (Thang) (Thang) (%) (%) (%)
Nam 126 £ 1.2 5.1 19.1 100 92.8 50.4 0.805
Nir 119+ 1.5 2.5 24.8 94.6 77.9 48.9 )

Trung vi PFS & nam cao han nir gidi, lan lugt la
nghia thong ké vdi p > 0,05.

Bang 6: Séng thém khéng tién trién theo chi sé toan trang PS

12.6 thang va 11.9 thang. Su khac biét khong cd y

Sdng thém khéng tién trién

Trung vi Min Max

3thang | 6thang | 12thang

PS (Thang) | (Thang) | (Théng) | (%) (%) (%) P
PS<2 | 13.6+09 2.5 24.8 98.1 90 61.2 <
PS>2 | 7.6%0.4 2.8 14.4 93.3 65.5 10.9 0.001

Trung vi PFS & nhdom bénh nhan cd chi s6 toan trang PS < 2 la 13.6 thang cao han ¢ y nghia
th6ng ké so vGi nhom bénh nhan c6 chi s6 toan trang PS > 2 véi p < 0,001.
Bang 7: Song thém khong tién trién theo dot bién gen

S6ng thém khong tién trién
D6t bién Trung vi Min Max 3thang | 6thang | 12 thang p
F (Thang) (Thang) | (Thang) (%) (%) (%)
Exon 19 12.7 £ 0.5 5.4 24.8 100 85.6 58 <0.05
Exon 21 11.1 £ 2.3 2.5 17.7 93.3 82.7 39.7 )

Trung vi PFS 8 nhdm bénh nhan c6 dot bi€n Exon 19 cao han nhéom bénh nhdn cd dot bién Exon
21 [an lugt la: 12.7 thang va 11.1 thang. Sy khac biét co y nghia thdng ké vai p < 0,05.
Bang 8: Song thém khéng tién trién voi tién su’ hut thuéc

Séng thém khdng tién trién
Tién sur Trung vi Min Max 3thang | 6 thang | 12 thang
hat thuéc | (Thang) | (Thang) | (Thang) | (%) (%) (%) P
Co 11 £ 2.9 2.5 19.1 96.4 84.7 44.9 0.231
Khong 134+ 1.4 2.8 24.8 97.6 84.5 53 i

Trung vi PFS & nhom bénh nhan khong hdt thuéc cao han & nhdom bénh nhan cd hat thude. Tuy
nhién su khac biét khong cé y nghia théng ké véi p > 0,05.

3.3.3 Thoi gian séng thém toan bo:
Bang 9: Song thém toan b

Song thém toan bo
Trung vi (thang) Min(thang) | Max (thang) | 6 thang (%) | 12 thang (%) |24 thang (%)
21.8 + 2.5 5.6 30.6 98.5 82 38.3
| ‘ Survival Function V. B‘AN LUAN
T Nghién clu cta chdng toi trén 69 bénh nhan
1 ", cho thay téng s6 thang st dung cac thudc 1a 710

Cum Survival

Hinh 2: Trung vj séng thém toan bé
Trung vi song thém toan bd 21.8 £ 2.5 thang,
ngdn nhat 5.6 thang, dai nhat 30,6 thang. Tai
thdi diém 6, 12, 24 thang OS [an luct la: 98,5%);
82%; 38,3%.
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thang. Thdi gian diéu tri trung binh la 10,3
thang, dai nhat 24,8 thang, ngdn nhat la 2,5
thang. Cac bénh nhan trong nghién clu déu
dugc diéu tri phdi hgp bdng cac phuong phap
dac hiéu, bénh nhan cé bénh ly noi khoa di kém
déu dugc khdm va kiém soat theo chi dinh
chuyén khoa. Trong 69 bénh nhan nghién ctru,
c6 20 bénh nhan di can ndo trong dé cé 5 bénh
nhan dugc xa tri toan ndo, 15 bénh nhan con lai
di c&n ndo & nhod va khdng c6 biéu hién triéu
chitng trén lam sang dugc theo ddi trong qua
trinh diéu tri. C6 28 bénh nhén di can xuong
dugc dung thubc chdng huy xuong.
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Trong nghién cru clia ching téi ty 1€ dap Ung
dudgc danh gid theo tiéu chudn RECIST 1.1.
Trong dé khéng co bénh nhan nao dat dugc dap
Ung hoan toan, 85,5% dat dugc dap Ung 1
phan, 8,7% dat bénh 6n dinh va 5,8% bénh tién
trién. Ty I& dap (ng tai ndo 1a 88,8%. Ty Ié dap
U'ng chung dat dugc 1a 85,5%, ty 1& kiém soat
bénh 94,2%. Két qua cta chung t6i cao han cac
tac gia khac vé ty 1& dap ing nhu Tony S. Mok*
71,2%, Nguyén Van Cao® 79,4%.

Trung vi thdi gian s6ng thém khéng tién trién
va song thém toan bd trong nghién clru nay la
12,6 thang va 21,8 thang. Trung vi thai gian
sdng thém khdng tién trién dat dugc 12,6 thang,
ngdn nhét 1a 2,5 thang va dai nhét 1a 24,5 thang.
Trong d6 thdi gian sng thém khéng tién trién tai
thdi diém 3 thang la 97,1%, tai thdi diém 6
thang 13 84,6% va 12 thang 1a 52,1%. K&t qua
nghién cfu nay clia ching toi cao han han so véi
diéu tri hoa tri trudc day. Theo Schiller?, trung
binh sdng thém khdng tién trién déi véi ung thu
phdi khéng t&€ bao nhd giai doan mudn khi diéu
tri bang hoa tri la 7,9 thang, tinh trung binh d6i
V@i tat cac phac do. Khi so sanh véi thgi gian
sdng thém khéng tién trién cla cac phac d6 héa
tri da sr dung, két qua song thém khi stir dung
vGi Gefitinb cling cao han hadn. Két qua nay ciing
tugng tu mot s6 nghién ctu trong nudc va trén
thé giGi. K&t qua nay cua ching tbi cao hon két
qua trong nghién citu IPASS?* véi trung vi s6ng
thém khéng tién trién 1a 9,8 thang, Nguyen Van
Cao’ la 10 thang; thap han trong nghién cltu cla
Y Ohe® trong nhdom bénh nhan nguGi Nhat Ban
13,8 thang. Mdc du cac thdr nghiém so sanh
ngau nhién pha III déu da chirng minh dugc
hiéu qua vugt trdi clia TKI so véi hda tri chudn &
nhém bénh nhan c6 dét bién EGFR, nhung vdi
trung vi thdi gian séng thém khong bénh ti€n
trién & cac thir nghiém nay chi dat tir 8,4 - 13,8
thang. Diéu nay cho thdy mét thuc té rdng, ung
thu phéi khdng t€ bao nho giai doan mudn cb
tién lugng rat xau mac du bénh da dugc diéu tri
vGi phuong phap co ty Ié dap Ung cao.

Thdi gian s6ng thém khéng tién trién c6 thé
khac nhau & cac phan nhom khac nhau, chiu anh
hudng badi nhiéu yéu t6 khac nhau. Trong nghién
cltu clia ching toi trung vi song thém bénh
khong tién trién & nam cao hon & nit, nhém
bénh nhan khong hit thuéc cao hon nhém co
hat thuéc, nhém dudi 60 tudi cao hon nhom
bénh nhan trén 60 tudi. Tuy nhién su khac biét
khdng cd y nghia théng ké véi p > 0,05.

O nhém bénh nhan c6 chi s6 toan trang tot

(PS<2) trung vi séng thém khéng tién trién cao
han ¢é y nghia thdng ké so véi nhém bénh nhan
c6 chi s6 toan trang kém (PS>2) vdi (p < 0,001).

Trung vi sdng thém khéng tién trién & nhém
bénh nhan cd dot bién Exon 19 la 12,7 thang cao
han & nhédm cd dot bién Exon 21 la 11,1 thang.
Su khac biét cd y nghia thong ké véi p < 0,05.
Dot bién gen tai exon 19 thudng hay gap hon
dot bién gen tai exon 21 va theo mot sG nghién
ctru két qua diéu tri cia nhédm bénh nhan cé dot
bién exon 19 cling thudng cao han nhdém c6 dot
bién tai exon 2178

V. KET LUAN

Gefitinib mang lai hiéu qua tot, kéo dai thdi
gian sdng thém khong tién trién trén bénh nhan
ung thu phdi khdng t& bao nho giai doan mudn
c6 dot bién EGFR, c6 thé &p dung & nhitng bénh
nhan cd thé trang yéu. Chi s6 toan trang va loai
dot bién gen EGFR anh hudng cé y nghia dén
thdi gian séng thém bénh khéng tién trién.
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