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BAO CAO TRUONG HOP UNG THU PHOI KHONG TE BAO NHO
TIEN XA KHANG DIEU TR] VOI TAC NHAN UC CHE TYROSINE
KINASE (TKIs) PHAT HIEN CO DOT BIEN T790M THU DAC
QUA MAU TAI SINH THIET KHAC NHAU
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TOM TAT

Gidi thigu: dit bién EGFR T790M chiém khodng 50-60% céc truong hop ung thy phéi khéng té bao
nho (KTBN) khéng véi ligu phap nhdm trang dich TKI va dot bidn nay ciing la déu chiing sinh hoc cho vide
tien luong va tién dodn dép ting diéu tri osimetinib. Tuy nhién viéc 14y m8u bénh phdm dé xét nghiém tim
dét bien nay dang & mot théch thirc. Béo céo nay nhém bé sung thém dir liéu vé tnh kha thi trong vige tai
sinh thiét qua céc tn thuong khéc nhau (mo, té bao hoc va huyét tuong duoc xem 13 méu bénh phém téi
sinh thiét). Phirong phép nghién ctru: Béo céo truong hop 1am sang. Két qua: 5 bénh nhén da duoc tai
sinh thiét tir u thanh ngue, u phéi, dich mang phdi, hach lympho ngoai bién, huyét twong va céc méu bénh
phdm nay dugc phan tich tim dot bién gien EGFR béng ky thuat Cobas PCR-realtime va déu phét hién cé
dot bien T790M méc phai. Két ludn: Viéc sir dung xét nghiém sinh hoc phéan t&r c6 do nhay cao gép phén
téng tinh kha thi va tinh pht hop cia méu moé téi sinh thiét

Ter khéa: T4i sinh thiét, sinh thiét ong, dét bién EGFR T790M thy dic.

ABSTRACT
CASES STUDY: ADVANCED NON-SMALL CELL LUNG CANCER WITH ACQUIRED
RESISTANCE TO EGFR-TKI AND DETECTION OF THE T790M MUTATION FROM
DIFFERENT REBIOPSIED SAMPLES
Nguyen Thien Nhan', Nguyen Ngoc Anh', Nguyen Son Lam’, Nguyen Ngoc Vu'.

Background: The epidermal growth factor receptor (EGFR) mutation T790M is reported in approximately
50-60% of NSCLC with acquired resistance to EGFR tyrosine kinase inhibitors and is a potential prognostic
and predictive biomarker for osimetinib treatment. Its assessment can be challenging due to limited
tissue availability. We sought to determine the feasibility of tumor rebiopsy from different rebiopsied sites
(tissue, cytologic specimen and plasma sampling were defined as rebiopsy). Methods: cases report.
Results: Five patients underwent rebiopsy for thoracic wall lesion, pulmonary lesion, pleural effusion,
peripheral fymh node, pfasma and these samples were analyzed for EGFR mutation by Cobas PCR-realtime.
They identified the T790M acquried mutation. Conclusion: Using high sensitivity method, the rebiopsy of
NSCLC patients with acquired resistance is feasible and provides sufficient material for mutation analysis.
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Bio cio triwomng hop ung thu phoi khong tébdo nhé tith xa...

I. DAT VAN DE

Péi vai nhitng trudng hop ung thu phdi khéng té
bao nho (UTPKTBN) giai doan tién xa, xét nghi¢m
tim dot bién gien EGFR s& ginp ching ta c6 dugce
giai phap didu trj thich hop [14]. Céc thc nhan trc
ché tyrosine kinase (TKIs): gefitinib, erlotinib, hay
afatinib duoc khuyén cao sit dung ngay bude dau
khi c6 ddt bién gien EGFR, viée diéu trj bang céc
hoat chét niy da cho thdy céi thién hon vé loi ich
sbng con so voi hoa tri by doi Platinum [10], [11].
Tuy nhién, bat chdp sy dap (g ngoan muc ngay
ban d4u ciia liéu phéap nay, hu hét nhiing bénh nhan
nay s& cé tinh trang bénh tién trién tro lai sau 1-2
nam diéu tri do tinh trang khang thudc méc phai
(10}, [12], (15], [16].

Cé khoang 60% céc truong hqp khang thude
méc phai sau didu tri ligu phap nhém tring dich
14 do co ché xudt hién dot bién T790M [13], [20].
Téc nhan diéu tri dac hiéu cho dot bién nay xép vao
nhom thude TKI thé hé 3, Osimertinib (AZD9291)
3 dugc FDA ciing nhu mot s6 quéc gia chau A nhu
Nhit Ban chap thuan cho diéu tri & BN UTPKTBN
giai doan tién xa thit bai sau diéu tri bude'1 lidu
phép nhim trang dich TKIs xdc dinh c6 dot bién
T790M, duge coi nhur mdt lidu phap didu trj phtt hop
[5]. Nhu vy nhitng truong hop khéng thude vie tai
sinh thiét cdc tén thuong lidn quan dén bénh tién
trién sé ginp ching ta ¢d thém thong tin vé mé bénh
hoc, thay déi vé gien ciing nhu x4c dinh sy xvat hién
cuia dot bién khang thudc T790M dé tir d6 ¢6 hudng
diéu tri phit hop hon cho nhitng BN nay {17]. Sinh
thiét xuyén phé quan 1a phuong phép tai sinh thiét
phd bién nhét, tuy nhién ciing c6 nhimng yéu t6 han
ché ti 18 thanh cdng cla tai sinh thiét, chang han
nhu vi tri tdn thuong khé dat téi, tinh xam nhép ca
thi thuat, tinh trang sitc khde ciia bénh nhan [8,3,4].
Ti 18 thanh cdng cua tai sinh thidt sau diéu tri liéu
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phap nhim tring dich EGFR va ALK dugc ghi nhén
trong cac bao cao trude ddy tir 73% -95% [1], [2],
(31, {71, (81, {91, (18], [19]. ,

Mug tiéu Chiing t&i ghi nhin mét s6 trudng hop
tién trién sau diéu tri TKIs nhu erlotinib va gefitinib
va da tién hanh tai sinh thiét dé xéc dinh dot bién
khang thubc T790M, qua d6 cé 5 trudng hop tai
sinh thiét thanh cong & cac vi tri khac nhau.

II. BENH AN

2.1. Bénh an 01

BN nam 73 tudi, 12/2015 chén doan UTPKTBN
tién xa, bidu mé tuyén ac tinh, 6 d0t bién gien EGFR
hoat héa & exon 21 L858R. Sau 12 thang don tri liéu
bude | erlotinib bénh tién trién lai wén 1am sang, CT

scan toan than ghi nhan tdn thuong mai di cin ndo, di
can thugng than bén tréi, tai phdi xuét hién ton thuong
méi dang u nim & phin thiry S10 bén phal va nhiéu
ndt di can 2 phé truong (hinh 01a), Két qua tai sinh
thiét tbn thuong méi tai phdi: ung thu biéu md tuyén,
xét nghiém dot bién gien EGFR mAu bénh phim nay
cho két qua: phat hién dot bién méi T790M & exon
20, va dot bién truée d6 L858R exon 21(hinh 01b).

2.2. Bénh an 02:

BN nam 80 tudi, /2014 chin doan UTPKTBN
tidn xa, biéu md tuyén ac tinh kém biét hoa xam 14n
phé quén, c6 dot bién gien EGFR exon 19 Deletion.
Bénh tién trién sau 20 thang don tri ligu erlotinib
vdi tridu ching: ho nhidu, dau nguc kém xuét hién
khdi chic & thanh ngye bén phai. CT scan ngye: ton
thuong dang u sat tinh mach chu trén va tran dich
mang phdi phai khu trii kém day mang phdi, twong
ting v6i vi tri ndy phia ngoai thanh ngye c6 16n
thuong day 1én (hinh bén), choc hit bing kim nho
(FNA) tén thuong nay, két qua: té bao hoc ac tinh
loai biéu md tuyén kem phat hién dot bién T790M
va dot bién trude dd & exon 19: Deletion (hinh 02).
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2.3. Bénh an 03: BN nit 64 tudi, thang 7/2015,
chan doan UTPKTBN tién trién sau phéu thuat, biéu
mé tuyén biét héa cao xam 14n mod phdi, ¢6 dot bién
gien EGFR hoat héa exon 21: L858R. Sau don tri
liéu erlotinib 18 thang, bénh tién trién lai véi tricu
chiing: ho nhiéu, khé thé, hach thugng don trai ciing
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Hinh 03a

2.4. Bénh én 04: BN nam 51 tudi, thang 4/2014
duoc chin dodn UTPKTBN tién xa, té bao 4c tinh
loai tuyén trong dich mang phdi, c6 bidu hién dot
bién gien EGFR hoat hoéa exon 21: L858R. Sau
don tri liéu erlotinib 1§ thang, bénh tién trién lai
voi triéu chitng: ho nhiéu, khé the tang din do tran
dich mang phdi phéi luong nhidu (hinh 04a), choc
do mang phdi phai cho két qua té bio hoc dc tinh
loai tuyén, Qua miu bénh phdm nay phat hién dét
bién EGFR m&i & exon 20: T790M va dét bién cii
trwde do LS8R exon 21 (hinh 04b).

2.5. Bénh dn 05: BN nam 53 tudi, 7/2014 chin

MAu m$ tir sinh thiét budu nguyén phit trwéc didu tej
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Flinh 04a

chic, to ddn, X quang phdi thing: cho thdy bénh
tién trién (hinh bén). Choc hit bing kim nhd (FNA)
hach thugng don trai cho két qué té bao hoc 4c tinh
logi biéu m tuyén, pht hi¢n dét bién gien EGFR
m&i trén mau bénh phim nay: exon 20 T790M va
dot bién trude dé exon 21: L858R (hinh 03b),

Hinh 05a

dodn UTPKTBN biéu mé tuyén 4c tinh kém biét
héaxam lan mang phdi, tién tridn sau hoa tri budge [.
BN duge didu tri budc 2 véi erlotinib, do téc
dung phy ning né nén chuyén dbi qua gefitinib.
Bénh 6n dinh kéo dai 31 thang, cho dén thdng
2/2017 bénh nhan cé triéu chirng ho nhiéu, CT
scan ngye ¢6 nhidu ndt di can 2 phé truong (hinh
05a). Bénh nhan dwoc sinh thiét long (Liquid
Biopsy), két qua mu huyét thanh cho thy xudt
hign dot bién EGFR mé&i & exon 20: T790M,
kém dot bién cii & exon 19 deletion trude doé
(hinh 05b).
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IIL. BAN LUAN

Thuit ngi tai sinh thiét trong béo
ngoai k§ thufit sinh thiét lai béng 16
thuong trong 16ng ngue dudi hudng dan cia CT
scan (bénh 4n 01), con bao ham choc hit 1y mau
té bao (FNA) tir tdn thuong di can nhur: budu xém
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lAn thanh ngue (bénh an 02), hach ngoai bién
(bénh &n 03), dich mang phdi (bgnh an 04) va sinh
thiét Iong (liquid- biopsy) (bénh an 05) dé tim dot
bién gien EGFR vao thoi diém bénh tién trién,
phuong phap PCR-realtime Cobas duge ap dung
trong bio cdo nay.
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Hinh 05b

Mnantion Prerercd

Viée tai sinh thiét lai u tai thoi didm bénh tién
trién (bénh an 01) ding nhu qui trinh huéng dén,
tuy nhién trudng hop tén thuong & nhiing vi tri khé
va nguy hiém nhu nim sat trung that, canh mach
mau 16n (bénh 4n 02) thi viée sinh thiét hét sirc dé
dat vi vay tai sinh thiét 1dn thuong xam I4n thanh
nguc ¢ benh nhan ndy la lya chon phit hop nhit,
twong tw nhu trudng hop tdn thuong méi 13 hach
thuong don trai (bénh an s6 03) viée tai sinh thiét
s& tir vj tri nay. Truong hop bénh tién trién lai dudi
hinh thite tran dich mang phdi (TDMP), tai lap dich
nhanh sau choc hiit nhiéu l4n (bénh an sé 04) khéng
cd tdn thuong tién trién nhu céc trudmg hop d3 dé
cép, t& bio hoc 4c tinh trong DMP dugc sir dung dé
tim dot bién EGFR. O truong hop cudi cting, CT
scan nguc (bénh 4n s 5) chi xudt hién tén thuong
méi dang ndt nho di cin lan toa 2 phdi, khéng tén
thuong dang u hay hach trén lim sang, tuy kém
TDMP nhung trudmg hop nay TDMP khu trd cé day
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dinh mang phdi do xo dinh mang phéi chu dong
khi héa trj budce | trude day, nén khong thé choc
dé mang phdi. Sinh thiét long (Liquid Biopsy) tim
dot bién EGFR théng qua DNA luan chuyén tudn
hoan do khéiu phéng thich vao mau da duge chimng
minh va chép thudn trong thuc hanh 1am sang cho
UTPKTBN tién trién sau didu trj TKI thay thé tai
sinh thiét truyén théng, nhur vay giai phap cho BN
nay 1a sinh thiét long,

IV. KET LUAN

Tai sinh thiét theo phuong thirc truyén théng
déi khi khéng kha thi. Qua bao cdo nay cho thay
phuong phap PCR-Realtime Cobas khong nhat thiét
mau bénh phdm phai 4y tir budu nguyén phat va la
méu mé ma chiing ta ¢6 thé ldy miu bénh pham tir
tén thuong thir phat va & dang té bao hoc, bén canh
d6 thi sinh thiét long ciing 14 giai phap hitu higu khi
céc phuong thite sinh thiét khic khéng kha thi.
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