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hoa vang bang dung méi ethanol 70% (¢ ché a-
glucosidase vdéi IC50 la 51,47 pg/ml. Phan doan
n-hexan va ethylacetate cGia cao chiét 14 cay che
vang (Jasminum subtriplinerve) c6 tac dung (c
ché& manh trén a-glucosidase vdi IC50 lan lugt la
7.27 £ 0.71 pg/mL and 7.42 = 0.95 pg/mL. Tuy
nhién, cac hgp chat khi dugc phan lap riéng co
thé tac dung sé khdng t6t nhu khi ton tai trong
cac cao do tac dung hiép doéng cla cac thanh
phan. Trong nghién cifu cla chdng t6i, tac dung
cla curcumin rat manh véi ICs0<10 pg/mL cho
thdy tiém ndng cd thé tiép tuc nghién cliu phat
trién theo hudng diéu tri dai thao dudng typ 2.

Mac du co hoat tinh rat tot trong cac bao cao
trudc day lién quan dén tac dung chéng ung thu,
chdng oxy hda, khang ndm, curcumin van kho
dudc dung nhu mot thudc diéu tri do sinh kha
dung thdp, khd tan va chuyén hda nhiéu qua
gan. Do dd cac phuong phap ban téng hap cling
nhu phét trién cac dang bao ché tiéu phan nano
nham tao ra cac dan chét cé tac dung t6t va sinh
kha dung cao haon van dang dudgc tién hanh.

V. KET LUAN

Curcumin tir Nghé vang (Curcuma longa) co
hoat tinh (c ché enzym a-glucosidase manh vdi
gia tri ICso la 7,73+0,62 pg/ml.

VI. KIEN NGHI

TU két qua cla nghién clru nay, ching toi
ki€n nghi tiép tuc thuc hién thr cac tac dung
chéng dai thdo dudng nham cung cdp thém cac
bdng chirng va cdn c khoa hoc cho viéc phat
tri€n cac san pham_chdm soéc siic khoe trén
ngudn nguyén liéu san c6 nhu curcumin hay cu
nghé vang.
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D6t bién EGFR trong ung thu phdi khéng t& bao
nho (UTPKTBN) la mét dot bién thudng gap vdi ty 1€
40 - 50%, trong d6 mat doan trén exon 19 va dot
bién diém trén exon 21 (L858R) chiém chu yéu va
nhay cam vdi diéu tri cac thu6c uc ché tyrosin kinase
(TKI)L. Dbt bién EGFR chen doan trén exon 20 it gap
hon va phan I6n khong dap (ng vdi diéu tri thude TKI,
ngoai trir dot bién A763-Y764insFQEA. bay la dot bién
chén doan exon 20 duy nhat nhay cdm vdi diéu tri cac
thuéc TKI, véi ti 1€ dap Ung téi 62,5% va thdi gian
s6ng thém toan bd dugc bao cdo lén dén 22 thang?
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Chung toi trlnh bay mét benh nhan (BN) nif 47 tudi,
vao V|en vi ho, dau nguc am i khoang 1 thang, h|nh
anh cat I8p vi tinh cho thdy khéi u 16n thly trén phdi
phai kém tran dich mang ph0| pha| BN dugc diéu tri
béng thudc TKI thé he 1 véi chan doan UTPKTBN giai
doan 1V, tran dich mang phéi, cé ddt bién hiém EGFR
A763- Y764|nsFQEA trén exon 20. Hién tai sau 6 thang
diéu tri, benh on dinh trén chan doan hinh anh, triéu
chu’ng Iam sang cai thién dang k& va khong xuat hién
cac tac dung phu nghiém trong.

T khoa: Ung thu phdi khong t& bao nhé, EGFR
A763-Y764insFQEA.

SUMMARY
CASE REPORT: PATIENT WITH NON-SMALL
CELL LUNG CANCER STAGE IV HAS EGFR
MUTATION EXON 20 INSERTION A763-
Y764insFQEA TREATED WITH FIRST-
GENERATION TYROSIN KINASE INHIBITORS
EGFR mutations in non-small cell lung cancer
(NSCLC) are common with a rate of 40 - 50%, and the
most common activating EGFR mutations are in-frame
deletions of exon 19 and point mutations of exon 21
(L858R). NSCLC patients with these mutations
respond well to EGFR tyrosine kinase inhibitors (TKI)!.
Exon 20 insertions are less common and most patients
with EGFR exon 20 insertions mutations do not
respond to treatment with TKIs. An exception is the
A763-Y764insFQEA mutation that is sensitive to
treatment with TKIs, with a high rate of response was
62.5% and overall survival was reported up to 22,0
months2. We present a 47-year-old female patient,
admitted to the hospital because of cough and chest
pain for about 1 month. Computed tomography scan
revealed a large mass in the right upper lobe of the
lung with right pleural effusion. The patient was
diagnosed with stage IV NSCLC (pleural effusion) with
EGFR A763-Y764insFQEA mutation on exon 20. She
was treated with a 1st generation TKI drug. Currently,
after 6 months of treatment, she showed stable
disease, clinical symptoms improved significantly and
no serious side effects appeared. Keywords: non
small cell lung cancer, EGFR A763-Y764insFQEA.

I. DAT VAN PE

Thu thé yéu t& tdng trudng biéu bi (EGFR) la
mot protein xuyén mang co6 hoat tinh kinase gitp
truyén tin hiéu yéu t6 tang trudng tir moi trudng
ngoai bao dén ndi bao, dong vai tro quan trong
trong hoat dong té€ bao. Tho'ng ké cho thay cé
t6i han 50% BN ung thu ph0| khong phai té bao
nhé (UTPKTBN) chau A c6 biéu hién EGFR, dic
biét & quan thé phu ni tré, khéng hut thudcl.
Cac chat rc ché nham vao vtlng kinase cla EGFR
dd dudc phéat trién va dat dudc nhitng két qua
diéu tri kha quan trén lam sang, dac biét hiéu
qua & nhitng BN cé khéi u chra cac dot bién
nhay cam trong mién tyrosine kinase cla gen
EGFR, nhu dot bién mat doan trén exon 19 hodc
dot bién diém trén exon 20 L858R. Dot bién
chén trén exon 20 la d6t bién EGFR phd bién thir
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3, chiém khodng 2% BN UTPKTBN, tuy nhién
phan I16n co ty € dap Ung thap vdi cac thube TKI
thé€ hé 1,2,33. Do vay, theo cac hudng dan diéu
tri I6n hién nay, lua chon dau tay cho nhitng BN
UTPKTBN giai doan IV cd dot bién EGFR chén
doan trén exon 20 la phac d6 thubc mdi
amivantamab phoi hgp hoéa tri 4. Tuy nhién, dot
bi€én EGFR A763-Y764insFQEA la ngoai I€. DU chi
chiém 5-6% tdng s6 dot bién trén exon 20, day
la dot bién duy nhat ma cau trdc déng hoc &
muc d6 phan tir tudng tu véi cac dét bién nhay
cam khac, dudc bao cdo cd dap Ung tot vdi cac
thudc TKI hién c6 (62,5% [95% CI: 39%-86%],
n = 16, s6ng thém toan bo 22, 0 thang [95% CI:
16,0 - 25 thang])>.

Nhan mot trudng hgp UTPKTBN giai doan IV
cd dot bién EGFR A763-Y764insFQEA, dudc diéu
tri bang TKI thé hé 1, ching t6i diém lai y van,
md ta cac dic diém ldm sang, can 1dm sang,
cting nhu két qua diéu tri ctia BN.

1. BAO CAO CA LAM SANG

BN nit, 39 tudi, tién s khée manh, khéng
hut thudc, BN dén kham va nhap vién khoa No6i 2
bénh vién K vdi triéu chiing ho kéo dai kem dau
nguc trai am i mot thang, khong sét, khong khd
thd. Déang gid 1dm sang BN c¢6 thé trang trung
binh (BMI: 18.34), nhip tim: 80 chu ky/ pht,
huyét ap: 120/70 mmHg, kham hach ngoai vi sG
thdy hai hach thugng don phai, hach I6n kich
thudc 1xlcm, cling chic, tim nhip déu, phdi hai
bén thong khi tét, bung mém, khong trudng,
khong s@ thdy khdi bat thudng. Trén phim cat
I8p vi tinh nguc phat hién cd khéi u kich thudc
47x67mm vung dinh phéi phai, bd khdng déu,
ngdm thubc manh khong doéng nhat sau tiém
kém vai nét vé tinh kich thugc 4-8mm phdi 2
bén, dich mang phéi pha| 15mm. Sinh thiét hach
thugng don phai lam g|a| phau bénh thu dugc
két qua: Hach di can carcinoma tuyén, xét
nghiém giai trinh tu gen thé hé mdi (NGS) phat
hién dot bién EGFR A763-Y764insFQEA tai exon
20 VGi ty 1€ 38%. BN dudc chup cdt I8p vi tinh &
bung, chup céng hudng tir so ndo va chup xa
hinh xuong danh giad giai doan, két qua khong
phat hién tén thuong th( phat khac. Dua trén
thdm kham lam sang va cac két qua can lam
sang nhu trén, BN dugc chan doan: Ung thu
ph6i phai khdng té bao nho cT4N3M1 giai doan
IV (tran dich mang phdi, theo ddi di cdn phéi dbi
bén) cd dot bién EGFR A763-Y764insFQEA. Cac
két qua xét nghiém cong thi'c mau, hoda sinh
mau, vi sinh trong gigi han binh thudng.
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Hinh 1: Git Idp vi tinh ngut cda BN trudc diéu tri
0 hinh dnh nét tén thuong kich thudc 47x67mm,

bo khéng déu, ngém thudc manh khéng dong nhéi‘

sau tiém. Dich mang phdi phdi 15mm
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Ngly nhdn m b
m Két qua iy chi c6 y nghta trén mau nghidm phim nhin dugc

Thé dot bién | Thay d6i trinh ty V16 (%)

m Phét hién dét bién A763_Y764insFQEA trén gen EGFR

d nm aum phan hign dot K, ROS1, KRAS, BRAF, NTRK, MET, NRAS,

Hmh 2: Két qua phéan tich dpt bién gen:
phat hién dot bién A763_Y764insFQEA trén
gen EGFR

VGi két luan do, BN dugc diéu tri thuoc TKI
thé hé 1, gefitinib (Iressa 250mg li€u ngay 1 vién
udng budi sang trudc khi &n). BN dung nap tét
véi diéu tri, cd biu hién tac dung phu trén da
(nGi mun nudc viing mat, da dau) thang diéu tri
thir 1,2 8 mdc d6é nhe, khong bao cdo bat ky tac
dung ngoai y nao khac. Sau 3 thang diéu tri
(thang 10/2023), BN dugc danh gia dap Uing diéu
tri bang tham kham 1am sang va chup phim cét
I6p vi tinh nguc. V& 1am sang, BN d& ho, khong
con dau tic nguc, hach thugng don phai khong
con sG thdy. Két qua CT nguc ghi nhdn khéi u
dinh phéi phai kich thudc 40x55mm (giam so vdi
phim chup trudc diéu tri), vai ndt vé tinh phéi 2
bén kt 4mm, dich mang phdi phai s6 lugng 5mm.
Theo thang diém RECIST 1.1, danh gia bénh &n
dinh (t6n thuong gidam 25,6%). Tiép tuc duy tri
diéu tri theo phac do6 ban dau, danh gia lai sau 6
thang (thdng 1/2024), khdm 1dm sang BN én
dinh, giam tinh trang mun, tac dung phu trén da,
khéng sG thdy hach ngoai vi, két qua chup CT
nguc cho th8y khdi u phdi phai kt 45x56mm (thay
ddi khdong dang k&€ so vdi phim chup thang
10/2023), cac nét vé tinh phdi 2 bén kich thudc
4mm, khong cé dich mang phdi. BN dugc tiép tuc
duy tri gefitinib, hién tai dén thang th( 7.

Hinh 3: Hinh @nh chup cat Idp vi tinh nguc
tai thoi diém sau diéu tri 3 thang (a) va sau
diéu tri 6 thang (b)

Hinh 4: Hinh énh BN sau diéu tri 3 thang voi
gefitinib xuat hién tac dung phu trén da do 1

I1l. BAN LUAN
Badng viéc phat hién dét bién EGFR & BN ung
thu phdi vao ndm 2004 cling nhu vai trd cla con
dudng truyén tin hiéu qua thu thé nay vdi tién
trién bénh, trong hon hai thap ki qua, céc thudc
Uc ché tyrosin kinases (TKIs) dugc nghién ctu
va phét trién khdng ngung tao nén nhitng két
qua diéu tri kha quan (trén nhitng quan thé BN
phu hdp), da dugc bao cdo trong nhiéu thl
nghiém lam sang®. Khac véi nhitng dot bién
EGFR nhay cam vdi diéu tri nhu dot bién mat
doan exon 19, dot bién diém L858R, da s6 dot
bién chén doan exon 20 dudc biét dén cd dap
ng kém vdi cac thudc rc ché EGFR dang dugc
cap phép hién nay. Tuy nhién day la mot nhém
cac dot bién khong dong nhat. V& mat cau trac,
dot bi€n exon 20 A763_Y764insFQEA xay ra
trong chudi xo&n C cla gen EGFR, vi tri gan
doan chuyén tiép cua exon 19 va 20, ¢b &i luc
cao VGi gefitinib trong thr nghiém ph(‘)ng thi
nghiém va nhay cam vdi erlotinib trong md hinh
thiét k& dong t& bao. O mirc d6 dong hoc phan
tor va enzyme, dot bién A763_Y764insFQEA trén
exon 20 gan gidng v@i L858R va dot bién xda
exon 19 han so vdi cac dot bién EGFR exon20ins
khac, diéu nay co thé giai thich tai sao cac khéi u
nay cé xu hudng nhay cdm vdi cac chat c ché
EGFR thé hé dau tién®.
TU nhitng phat hién d6, BN UTPKTBNgiai
doan mudn da dudc Ung dung diéu tri véi cac
thuéc (c ché EGFR trén thuc hanh ldam sang.
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Thang 9 ndm 2020, mdt bdo cdo tdng hgp cla
Pedro E.N.S va cOng su dang trén tap chi JTO
Clinical and Research Reports da thong ké 16
trudng hgp UTPKTBN giai doan IV c6é dot bién
A763_Y764insFQEA trén gen EGFR dugc diéu tri
béng thudc TKI cac thé hé (erlotinib, gefitinib,
afatinib, osimertinib, mobocertinib)2. Vé dich te,
thong ké cho thay da s6 BN phu hgp véi nhom
déi tugng co ti Ié dot bién EGFR cao: nir gidi,
khdng c6 tién sir hit thubc, thé md bénh hoc la
ung thu bi€u md tuyén. Phan tich két qua diéu
tri trén nhom BN nay thay ti 1€ dap Ung dat
62,5% (95% CI: 39%-86%), thsi gian song
thém bénh khéng tién trién dat 5,5 thang (95%
CI: 3,8-14,5 thang), song thém toan bd 22,0
thang (95%CI: 16,0 — 25,0 thang)?. Dap Ung
trén chan doan hinh anh va Igi ich 1am sang dat
hiéu qua nhat véi TKI thé hé 1, tuy nhién do c8
mau nghién cfu con han ché, chua cd két luan
V€ lua chon thudc TKI t6i uu nhat trén nhém BN
nay. Tuong tu, nghién cfu ctia Guanian Yang tai
Trung Qudc khi xem xét cac BN cé bién thé chén
doan it gap trén exon 20, khao sat 8 BN c6 dot
bién A763_Y764insFQEA dugdc diu tri bing cac
thu6c TKI cho thdy ty 1€ dap ('ng 25%, Igi ich
l&m sang dat 87,5% vd&i PFS dao dong tUr 3,1
dén 24,0 thang’. VGi nhitng két qua do, theo
hudng dan mdi nhat cia NCCN, phac d6 dau tay
cho UTPKTBN giai doan IV c6 dot bi€n chen
doan exon 20 trén gen EGFR la hdéa chat dua
trén nén tang platinum, ngoai trlr truGng hgp
bién thé A763_Y764insFQEA c6 dap Ung tét Vi
cac thudc rc ché EGFR*.

Trong bdo cdo nay, day la BN ung thu phdi dau
tién cla ching t6i c6 chlra doét bién
A763_Y764insFQEA trén exon 20 cla gen EGFR,
mad ra cd hoi ap dung nhitng cap nhat diéu tri
trén thé gidi vao lam sang tai Viét Nam. BN dugc
lva chon diéu tri vGi thuéc TKI thé hé 1 -
gefitinib liéu 250mg hang ngay dua trén nhitng
du bado dap Ung nhay cam vdi thudc, su dung
nap thudc va ti lé tac dung phu trén da thap han
so vGi erlotinib® Ching toi cling sir dung nhitng
phuong phap chdn doan hinh &nh hién dai dé
danh gia giai doan bénh cling nhu dap ng diéu
tri. Sau 3 thang diéu tri, kh6i u phdi phai giam
kich thudc, khéng con sG thdy hach thugng don,
sau 6 thang ti€p tuc duy tri bénh &n dinh va
khong xuat hién cac tac dung phu nghiém trong,
chidng t6i da thao luan cung BN va th6ng nhat
ti€p tuc diéu tri vdi gefitinib cho dén khi bénh
tién trién. Ca bénh dau tién véi két qua diéu tri
kha quan va thGng nhat v&i cac bao cao trén thé
gidi gilp ching t6i c6 gdéc nhin thuc té€ vé hiéu
qua cla thubc TKI d6i véi BN co dot bién
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A763_Y764insFQEA trong giai doan di can, dong
thai cing c6 thém hiéu qua cta nhom thudc diéu
tri nhdm trdng dich nay khi ca thé hda diéu tri
v@i nhitng BN c6 dot bién trén exon 20, von
dugc cho la mét nhdom dot bién khéng dap Ung
vdi liéu phap TKI.

IV. KET LUAN

Ca lam sang cuia ching t6i ban vé mot trudng
hgp UTPKTBN giai doan IV c6 dot bién hi€ém gap
A763-Y764insFQEA tai exon 20 trén gen EGFR,
dudc diéu tri bdng thubc (¢ ché tyrosin kinase
thé hé 1 (gefitinib) duy tri bénh 6n dinh trén
chan doan hinh anh, cac triéu ching 1dm sang
cla BN dudgc cai thién ro rét va cac tac dung phu
chdp nhan dugc. Ca bénh nay cho thay viéc can
thiét phai xac dinh chinh xac kiéu gen dét bién
cling nhu cd thé hoéa diéu tri trong thuc hanh
ldam sang, dong thai cap nhat (ng dung cac tién
b6 mdi trong y hoc sé gilip téi uu hda Igi ich diéu
tri cho ngu@i bénh.
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