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DANH GIA HIEU QUA CUA AFATINIB TRONG DPIEU TRI BUO'C MQT
UNG THU PHOI KHONG TE BAO NHO GIAI POAN MUQN
CO POT BIEN EGFR TAI BENH VIEN PAI HOC Y HA NOI

TOM TAT

Muc tiéu: Danh gla két qua diéu tri afatinib trén
bénh nhan ung thu ph0| khong t& bao nhd (UTPKTBN)
giai doan muon co dot bién EGFR tai Bénh vién Dai
hoc Y Ha Noi. P6i tugng va phuang phap nghién
clru: 34 bénh nhan UTPKTBN di can c6 dot bién EGFR
da dudc diéu tri afatinib tai Bénh vién Dai hoc Y Ha
NOGi tur thang 01/2018 dén thang 6/2021. Két qua: Ty
|é dot bién Dell9 va L585R lan lugt la 44,1% va
20 6%, giai doan IVB chiém ty Ié cao nhat (70%), co
1 bénh nhan dugc chdn doén tai phat. Tai thsi diém
sau 8-12 tuan ty Ié dap Ung toan b6 dat 76 /5%, bénh
gitr nguyen chlem 20,6% va 2,9% bénh tién trlen
Trung vi thGi gian s6ng thém benh khéng tién trién
(PFS) dat 12,0 + 3,1 thang (59 18,0 thang). Thdi
gian song thém benh khong tién trién chua c6 sy’ khac
biét c6 y nghia théng ké khi dugc phan tich vdi cac
yéu t& lién quan nhu tinh trang d6t bién gen, liéu khdi
dau, liéu diéu chinh va liéu t6i uu cla afatinib. Cac tac
dung khong _mong mudn thudng gap nhat la ban mun
(35,3%), viém moéng (35, 3%) va tiéu chay (32,4%).
K&t luan: Diéu tri budc 1 bang afatinib cho thdy hiéu
qua t6t trén cac bénh nhan UTPKTBN giai doan tién
trién (IIIC,1V) cd dot bién EGFR, g|up kéo dai thdi gian
s6ng thém bénh khong tién trlen tang ty Ie dap ung
hon nifa tac dung khong mong mudn cé thé dugc
quan ly tot. 7o khéa: advanced Non-small cell lung
cancer (NSCLC), EGFR mutation, afatinib
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Hanoi Medical University.Patients and methods:
Descriptive study of 34 patients with stage IIIC, IV
NSCLC with EGFR mutations at Hanoi Medical
University Hospital from 01/2018 to 6/2021. Results:
the rate of Dell9 and L585R mutations was 44.1%
and 20.6%; stage IVB accounted for the highest rate
(70%), 1 patient was diagnosed with a relapse. At the
time of 8-12 weeks, the overall response rate reached
76.5%, the stable disease accounted for 20.6%, and
only 2.9% of the disease progressed. Median
progression-free survival (PFS) was 12.0 £ 3.1 months
(5.9-18.0 months). There was no statistically
significant difference in progression-free survival when
analyzed with related factors such as gene mutation
status, starting dose, adjusted dose, and optimal dose
of afatinib. The most common toxicities were skin rash
(35.3%), paronychia (35.3%), and diarrhea (32.4%).

Keywords: advanced Non-small cell lung cancer
(NSCLC), EGFR mutation, afatinib.

I. DAT VAN DE

Ung thu phdi 1a mét trong nhitng nguyén
nhan gay tI vong hang dau do bénh ly ac tinh
trén toan cau. Theo GLOBOCAN 2020, tai Viét
Nam, ung thu phéi ding th 2 vé ca ty 1é mac
va ty 1& tr vong do ung thu [1]. Ung thu phdi
giai doan muon cé ty |1é dap ng thap véi hda tri
va tién lugng chung xau [2,3].

Trong vai thap ky gan day, diéu tri nham
tring dich dac hiéu da gilp cai thién ro rét két
quéa vé séng thém va giam thiéu tac dung khéng
mong muo6n cua hoda tri [4-6]. Afatinib la thudc
khang EGFR tyrosine kinase (TKI) thé hé 2 da
dugc chifng minh c6 hiéu qua cao trong diéu tri
budc 1 UPBKTBN giai doan di can c6 dot bién
gen EGFR qua nhiéu thr nghiém I8n bao gom
LUXLUNg 3,6 va 7 [6-9]. Afatinib dong thdi cho
thdy hiéu qua cao hon dang k& so véi cac thudc
th€ hé th(r nhat trén cac khoi u co dot bién EGFR
khong thudng gap (G719X, L861Q va S768I) [8].

Tai Bénh vién Dai hoc Y Ha Noi, Afatinib da
dugc chi dinh diéu tri d&i véi ung thu phdi khng
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t€ bao nho giai doan mudn co dot bién EGFR
trong 5 nam gan day tuy nhién chua c6 bao cao
danh gia hiéu qua cua diéu tri nay. Vi vay, ching
to6i thuc hién nghién clru nay nhdm muc tiéu:
bénh gid két qué diéu tri bubc 1 ung thu’ phdi
khéng té bao nho giai doan mudn co dot bién
EGFR bang afatinib.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Poi tugng nghién ciru. 34 bénh nhan
UTPKTBN giai doan IV cé dét bién EGFR dugc
diéu tri budc 1 bang afatinib tai Bénh vién Pai
hoc Y Ha Noi tir thang 1/2018 dén thang 6/2021.

Tiéu chuén lua chon bénh nhan:

- Bénh nhan UTPKTBN giai doan IIIC, IV
dudc chan doan xac dinh bang md bénh hoc.

- Cb dot bién gen EGFR nhay cam vdi diéu tri.

- Chi s0 toan trang (Performace status-PS) < 2

- Chua diéu tri hda tri, diéu tri dich hoac cac
diéu tri khac trudc do.

- Tuéi > 18.

- Pugc diéu tri bang afatinib vdi liéu 20mg,
30mg hodc 40mg moi ngay (liéu khdi dau uu tién
40mg/ngay).

- Co6 du ho sd bénh an luu tri.

Tiéu chuan loai trur:

- M3c ung thu th( 2, hodc cac bénh ly cdp
tinh khac (suy gan, suy than, tai bi€én mach nao,
nhoi mau cd tim...).

- Cd di can ndo.

- Khéng day du thong tin nghién clu.

2.2. Phuaong phap nghién ciru

Thiét ké nghién ciru: Nghién cilu mo ta co
theo ddi doc B

Cd mau: C3 mau thuan tién

Bién sé, chi s6 nghién cuu:

- D&c diém quan thé bénh nhan: tudi, gidi,
chi s6 toan trang, tinh trang hit thudc, tinh trang
dot bién gen, giai doan bénh, vi tri di can.

- Két qua diéu tri: liéu, ty I1é dap Ung, thdi
gian s6ng thém bénh khdong tién trién
(Progression-free survival — PFS), tac dung
khéng mong mudn.

Cac budc tién hanh nghién cdu:

- Thu thap ho sc bénh an theo mau bénh an
nghién clu.

- Lua chon cac bénh nhan du tiéu chuan.

- Ghi nhan cac triéu ching l1dm sang va can
Idm sang trudc va trong qua trinh diéu tri.

- Ghi nhan liéu afatinib, két qua diéu tri va
cac tac dung khong mong mudn trong qua trinh
diéu tri.

- X ly s0 liéu

2.3. Phan tich s6 liéu. SO liéu nghién ctu
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dugc ma hoa, nhap, xtr ly va phan tich trén may
tinh, str dung phan mém SPSS 20.0.

2.4. Pao dic nghién ciru

- Viéc tién hanh nghién clru nhan dugc su
dong y cua lanh dao Bénh vién Dai hoc Y Ha Noi.

- Thong tin vé tinh trang bénh va thong tin
ca nhan khac cua dugc gilr bi mat.

- Cac thong tin thu dugc cua doi tugng chi
nham muc dich nghién cu
Il. KET QUA NGHIEN CUU

3.1. Pac diém chung cua déi tuong
nghién clru

Bang 1: Pic diém I3m sang, can I3m sang

Pac diém bénh nhan |[N=34] Ty Ié (%)
Gidi

Nam 71 618
NGF 13 38,2

Chi s0 toan trang ECOG
0 18 53,0
1 i5 441
2 1 29

Mo bénh hoc
UTBM tuyén 34 | 100
Dot bién gen EGFR
G719X 2 59
G719X—G719x+ 57681 2 5.9
G719C+L8610Q 1 2.9
G719C—G719C+ 57681 1 2.9
G7195+ 57681 1 2.9
L8610 1 2.9
57681 2 59
L858R 7 20,6
Dell9 i5 441
Dell9 —5gii9+A750p 1 29
Exon 20 insertion 1 2,9
Giai doan bénh

i 4 118
IVA 5 14.7
VB 24 70,6
T4 phat 1 2.9

Nhadn xét: Vé két qua dot bién gen EGFR,
dét bién Del19 (15 bénh nhan) va L585R (7 bénh
nhan) chiém da s, cac trudng hgp con lai la dot
bi€n hiém hodc dot bién kép. Vé giai doan bénh,
giai doan IVB chi€m ty Ié cao nhat (70%), cd 1
bénh nhan dugc chan doan tai phat.

3.2. Két qua diéu tri

3.2.1. bap irng diéu tri

Bang 2. Tinh trang dap irng diéu tri sau
8-12 tuidn

Tinh trang dap ng N = 34 (%)
Bénh dap | BPap Ung hoantoan | 2 (5,9%)
g Dap ing mot phan | 24 (70,6%)
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Bénh gilr nguyén 7 (20,6%)
Bénh tién trién 1 (2,9%)
Nh3n xét: Tai thdi diém sau 8-12 tuan diéu
tri Afatinib, ty 1€ dap (ng toan by dat 76,5%
(26BN), c6 7 bénh nhan bénh gilt nguyén (chiém
20,6%) va 1 bénh nhdn cd bénh tién trién
(chiém 2,9%).

100

Séng thém khong tién trién
+~ Théi glan theo d3i t61 da

80 1
60
40 o

20 4

Biéu dé 1: Thoi gian séng thém bénh khéng
tién trién (thdang)
Nhan xét: Thai gian s6ng thém bénh khong
tién trién (PFS) dat 12,0+3,1thang (5,9-18,0 thang).
Bang 3. Thoi gian séng thém bénh
khéng tién trién va cdc yéu to'lién quan

S6 bénh | PFS
nhan (%) (thang) | P
Dot bién EGFR
Del19 15 (44,1) | 13,97
L858R 7 (20,6) 7,47 0,211
Dot bién hiém/kép | 12 (35,3) 11,0
Liéu Afatinib khgi dau
20mg/ngay 2(5,9) |Chua dat
30mg/ngay 27 (79,4) 12,5 0,091
40mg/ngay 5(14,7) 7,4
Diéu chinh liéu afatinib
T&ng liéu 11 (32,4) | 13,5
Giam lidu 2 (5,9) 36 0,778
Duy tri liéu khéi dau| 21 (61,8) 9,9
Liéu Afatinib toi uu
20mg/ngay 2 (5,9) 3,6
30mg/ngay 19(559) | 9,8 0,557
40mg/ngay 13 (38,2) 13,4

Nhadn xét: Thai gian song thém bénh khong
tién trién chua cé su khac biét cé y nghia thdng
ké khi dudc phan tich véi cac yéu to lién quan.

3.2.2. Tac dung khéng mong muén

Bang 4: Tac dung khéng mong muén cua Afatinib

ny 2 Liéu khgi dau Liéu khai dau
Tac dung KMM Tat ca BN (N=34) 30mg (n=27) 40mg (n=6) P
SO0 BN % SO0 BN % SO BN %
Tiéu chay 11 32,4 7 25,9 4 66,7 0,056
> Do 3 0 0 0 0 0 0
Ban mun 12 35,3 9 33,3 3 50,0 0,442
> Do 3 0 0 0 0 0 0
Viém mdng 12 35,3 8 29,6 4 66,7 0,088
> P06 3 1 2,9 1 3,7 0 0
Mét mai 4 11,8 2 7,4 2 33,3 0,078
> P06 3 0 0 0 0 0 0
Tang men gan 3 8,8 2 7,4 1 16,7 0,475
> Do 3 0 0 0 0 0 0

Nhan xét: Cac tac dung khdng mong mudn
thuGng gap nhat la ban mun (35,3%), viém
mong (35,3%) va tiéu chay (32,4%). Khong co
bénh nhan nao dugc ghi nhan méc doc tinh do
4, c6 1 bénh nhan bi viEm modng do 3 va phai tri
hoan diéu tri va giam liéu sau do.

IV. BAN LUAN

Trong nghién clfu clia ching toi, tat ca bénh
nhan dugc chan doan UTPKTBN déu cé mé bénh
hoc 13 ung thu biéu mé tuyén, cé doét bién EGFR
nhay cam, 97% cé diém toan trang tudong déi tot
(ECOG PS 0-1) va dd tudi trung binh 13 60 tudi.
P3c diém chung vé dbi tugng nghién clu cua
ching toi kha tugng dong vdi cac thr nghiém
ldm sang LUX-Lung 3 va 6. Trong nghién clu
cla chidng toi, danh gia dap ng dugc thuc hién
tai thdi diém 8-12 thang sau diéu trj afatinib trén

34 bénh nhan cho thay ty |é dap ng dat 76,5%
va ty |é kiém soat bénh dat 97,1%. Trung vi PFS
la 12,0 thang, tuang dong vdi két qua cla cac
thor nghiém LUX-Lung 3 va 6. Trong cac thu
nghiém LUX-Lung 3 va 6, khi phan tich dudi
nhom, PFS clia cac bénh nhdn mang dot bién
Del19 vugt troi hon so v@i nhitng bénh nhan
mang dot bién L858R khi so sanh vdi hda tri li€u
[6,7]. Han nifa, phan tich gop cla tac gia Yang
(2015) chi ra rang afatinib d& ching minh su cai
thién dang dé€ vé 0S & dudi nhdm bénh nhéan
mang dot bién Del19 so vdi hoda tri liéu [9]. Két
qua cua ching téi cho thady, bénh nhan cé dot
bi€n Del19 cd PFS dai hon so vGi nhitng bénh
nhan mang dot bién L858R (13,97 so vdi 7,47
thang), tuy nhién su khac biét chua c6 y nghia
thdng ké. Nghién clru ddi thuc cla Yang (2015)
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cling da chifng minh xu hudng nay va bao cao
trung vi thdi gian sdng thém dai hon & nhom
Del19[9]. Trong nghién cru so sanh giita afatinib
va cac TKI thé hé I cua Kim (2019), PFS trung
binh cla aftatinib dai hon déng ké so véi gefitinib
hodc erlotinib & dudi nhom Del19 (lan lugt la
19,1 so vé6i 15,0 va 16,3 thang; p=0,01), tuy
nhién su khac biét tugng tu khong dugc ghi
nhan & dugi nhdm L858R [10].

Cac két qua phan tich hau kiém & cac thl
nghiém LUX-Lung 2,3 va 6 cho thay afatinib cé
hiéu qua & nhitng bénh nhan mang dot bién gen
EGFR khdng phd bién [9]. Bénh nhan mang cac
dodt bién EGFR khéng phd bién chinh (G719X,
L861Q va S768I) dudc diéu tri budc 1 bang
afatinib cé thé dat dugc PFS trung binh 1a 10,7
thang (5,6-14,7)[9]. Nghién clu cua Yang
(2020) da cing c6 thém vé hiéu qua nay khi
phan tich gop cac dit liéu diéu tri trén 315 bénh
nhan cho thay afatinib cé hiéu qua chong lai cac
dot bién khdng phd bién chinh (trung vi thdi gian
sdng thém bénh khéng tién trién dat 10,8 thang,
ty 1é dap Ung khach quan dat 60%) va dot bién
phtlic hgp (trung vi PFS dat 14,7 thang, ty |1€ dap
Ung khach quan dat 77,1%). Diéu dang luu y
rdng cac thudc EGFR TKI thé hé I cho thdy hiéu
qua kém trén cac dot bién hiém. Vi du, trong
nghién clru NEJ002 cla tdc gid Wantanabe
(2014), cac bénh nhadn cé dot bién G719X va
L861Q & nhanh diéu tri gefitinib budc 1 chi dat ty
€ ddp Ung la 20% va trung vi thdi gian song
thém bénh khéng tién trién la 2,2 thang [8]. Tac
gia Wu va cong su cling da cho thay ty 1€ dap
Ung khach quan la 51% va trung vi PFS la 6,0
thang & nhitng bénh nhan cé dot bién G719 va
L861 dugc diéu tri budc dau bang gefitinib hodc
erlortinib. Trong nghién clu cla chlng toi,
35,3% bénh nhan mang dot bién gen khdng phd
bién, trong do, chl yéu la dot bién G719, L861
va S768 va 50% & dang phic hgp, 1 bénh nhan
mang dot bién Exon 20 insertion va 1 bénh nhan
mang dot bién phiic hgp rat hiém la Del19-
A750P. Ty |é dap Ung clia nhitng bénh nhan nay
trong nghién cru clia chdng t6i la 75% va trung
vi PFS dat 11,0 thang khi diéu tri bang afatinib
budc 1. Két qua nay phu hgp véi cac bao cao tUr
phan tich gop vé hiéu qua cua afatinib d6i véi
cac dot bién gen khoéng thudng gap cla Yang
(2015a, 2020). Cac nghién clru ddi thuc khac
cling chi ra rang, afatinib cho hiéu qua vé PFS
cao hon so v@i cac thudc TKI thé hé I trén nhom
bénh nhan mang dot bién khéng thudng gap.

Afatinib 40mg x 01 lan/ ngay la liéu khdi dau
dudc khuyén cdo. Cac két qua tur thtr nghiém

30

LUX-Lung 3,6 va 7 cho thay viéc diéu chinh liéu
theo khuyén cao dugc ching minh la mot bién
phap hiéu qua dé giam cac tdc dung khdng
mong mudn ma khong anh hudng dén hiéu qua
diéu tri [9].

Vé tac dung khéng mong muén cua afatinib,
cac triéu ching thudng gap nhat la ban mun
(35,3%), viém moéng (35,3%) va tiéu chay
(32,4%). Khdng c6 bénh nhan nao méc tac dung
khong mong mudn d6 4, c6 1 bénh nhan bj viém
mong d6é 3 phai tri hoan diéu tri va giam liéu
(10mg/ngay) sau dé. Nghién cltu cla chdng toi
cho thay ty |é doc tinh cao han & nhom bénh
nhan diéu tri vdi liéu khdi dau la 40mg/ngay so
vGi cac bénh nhan khdi dau vdi lieu 30mg/ngay,
tuy nhién sy khac biét khong cé y nghia théng
ké. Két qua cua chdng t6i tuong tu két qua cla
cac nghién cru ddi thuc khac, trong khi ty 1€ doc
tinh cta afatinib trong cac thir nghiém déi chirng
ngau nhién cao hon dang k€&, dao déng tur 36,0-
57,0% (Wu 2014, Par 2016, Wu 2017) [6,9].

V. KET LUAN

Diéu tri budc 1 bang afatinib cho thdy hiéu
qua tot trén cac bénh nhan UTPKTBN giai doan
tién trién (IIIC, IV) cé ddt bién EGFR, gilp kéo
dai thdi gian s6ng thém bénh khéng tién trién,
tang ty 1€ dap Ung hon nifa tac dung khéng
mong mudn cd thé dugc quan ly tét.
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PANH GIA KET QUA PIEU TRI IMATINIB TREN BENH NHAN
U MO PEM PUO'NG TIEU HOA (GISTS) TAI BENH VIEN K

Nguyén Thu Phwong!, Nguyén Tién Pirc?, Dwong Thij Lé?

TOM TAT

Pat van dé: U md dém dudng tiéu hda la u
trung mo thudnag gdp nhat clia dudng tiéu hda, chiém
1% cac khoi u dudnag ti€u hda. Khoang 75-80% GIST
c6 dot bién aen KIT va khoang 8-10% con lai c6 dét
bién véu t6 tdng trudng nqudn qgdc tiéu cau alpha
(PDGFRA). Hién tai, imatinib la diéu tri dau tav tiéu
chuén v6i cac bénh nhan GIST tién trién/ di cdn. Muc
tiéu: MO ta mot s6 dac diém Iam sang, can lam sang
va két qua diéu tri imatinib & bénh nhan u moé dém da
day rubt (GISTs). DGi tuana va phuong phap nghién
cru: Nghién cru mé ta héi cu trén 36 bénh nhan u
mo dém da day rudt diéu tri bang imatinib. Két qua:
Naghién cru tién hanh trén 36 bénh nhan GISTs ti€n
trién/ di cdn. Tudi trung binh 57.83. 20 bénh nhan
(55.56%) c6 do6t bién gen KIT exon 11, 3 bénh nhan
(8.33%) co dot bién gen KIT exon 9, 1 bénh nhan cé
dot bién gen PDGFRA (2.78%). 12 bénh nhan khong
c6 dot bién gen KIT va PDGFRA (Wild — type GISTs)
v@i 5 bénh nhan st dung mau mau trong xét nghiém
tim dot bién gen. Két qua nghién clru cho thay 5.56%
bénh nhan dap (ng hoan toan, 44.44% dap &'ng mot
phan. Ti 1& kiém soat bénh dat 99.44%. Phu mi mét,
mét moi va budn non la cac tac dung phu thudng gap
nhat. Ti I1é doc tinh mdc do 3 — 4 thap.

SUMMARY

THE RESULTS OF IMATINIB TREATMENT
FOR GASTROINTESTINAL STROMAL

TUMORS (GISTS) AT THE K HOSPITAL

Background: Gastrointestinal stromal tumour
(GIST) is the most common mesenchymal tumour of
the digestive tract, representing around 1% of all
intestinal neoplasms!. Around 75%-80% of GISTs
exhibit oncogenic KIT mutations?, and another 8%-—
10% exhibit platelet-derived growth factor receptor

ITruong Bai hoc Y Ha Noi

2Bénh vién K .

Chiu trach nhiém chinh: Nguyen Thu Phuong
Email: phuongutit@gmail.com

Ngay nhan bai: 2.2.2024

Ngay phan bién khoa hoc: 22.3.2024

Ngay duyét bai: 22.4.2024

alpha (PDGFRA) mutations3. Currently, imatinib is the
standard first-line therapy for patients with
advanced/metastatic GIST*. Obijectives: To describe
some clincal and paraclincal features and treatment
outcomes of gastrointestinal stromal tumour with
Imatinib. Subiects and Methods: A descriptive
study was conducted in 36 patients treated with
imatinib at National cancer hospital. Results: 36
patients were identified with mean aage of 57.83 vears.
Regarding mutational status, 20 patients (55.56 %)
had a KIT exon 11 mutation, 3 had KIT exon 9
mutation (8.33 %), 1 with a PDGFRA mutation
(2.78%). 12 patients were wild type for KIT and
PDGFRA (5 patients were tested using blood samples).
88.89% (32 pts) received imatinib 400ma/day and the
remaining received 800ma/day as first line treatment.
In a total of 36 patients participating in the study,
complete response rate was 5.56%, partial response
(PR) rate was 44.44%:; disease control rate (DCR) was
94.44%. Most common side effects included evelid
edema, fatigue and nausea.The incidence of grade 3-4
was relatively low. Conclusions: Imatinib is the
mainstay treatment in the management of advanced/
metastatic GISTs. Ours study demonstrates significant
response rates with acceptable adverse side effects.

I. DAT VAN PE

U m6 dém dudng tiéu hda - Gastrointestinal
Stromal Tumors (GISTs) la kh6i u trung mo cua
dudng tiéu hda co ngudn gdc tir té€ bao & thanh
Ong tiéu hdéa hay té€ bao Cajal’. Bénh chi€ém
khoang 0,2% cac bénh ly dudng tiéu hda va 1-
2% cac u &c tinh dudng tiéu hda 1. GISTs cd thé
gép & moi Ira tudi nao nhung chu yéu gép & Ira
tudi trung nién va cao tudi véi do tudi trung binh
lic chan doan la tir 65-69 tudi, hiém khi xay ra &
nhitng ngudi dudi 40 tudi. GISTs cd thé khdi
phat tur bt c(r vi tri nao trén dudng tiéu hoa, tuy
nhién da day (60%) va rudt non la cac vi tri
nguyén phat thudng gap nhat . Ta trang (4-5%)
va truc trang la cac vi tri it gap han, va chi mot
sO lugng nho cac truGng hgp GIST xuat phat tr
thuc quan (<1%) va dai trang (1-2%) da dugc
bdo cao®. Gan va/ hodc phic mac la cac vi tri di
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