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1. Dat van dé

Dot bién EGFR gap & 40-60% bénh nhan ung thu phdi khong té bao nhé (UTPKTBN) tai chau A; trong do,
dét bién L858R exon 21 chiém k,hoéng 40% cac treong hop va la dot bien nhay cam thudc (rc ché tyrosine
kinase (TKI). Osimertinib (TKI thé hé 3) két hgp héa tri hién la Iwa chon bwédc mét wu tién cho BN UTPKTBN
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giai doan tién xa c6 dét bién EGFR, dat PFS trung vi 25,5 thang va OS trung vi 47,5 thang trong thi» nghiém
FLAURAZ2 [1], [2].

Khoang 1,5% BN UTPKTBN mang dét bién EGFR déng th&i co bién d6i HER2, trong do khuéch dai HER2
la dang phé bién nhét va c6 thé xuét hién ngay tai thdi diém chan doan (khuéch dai HER2 de novo) [3]. Khac
v&i khuéch dai HER2 méc phai - mot co ché khang TKI quan trong, théng qua hoat héa dwéng tin hiéu thay
thé PI3K/AKT/mTOR va MAPK déc lap véi EGFR, gap & 2% BN khang osimertinib bwéc mot va 6% BN khang
osimertinib bwéc hai; anh hwéng ctia khuéch dai HER2 de novo trén nén dot bién EGFR con chua rd [4].

Tuy nhién, hwéng dan NCCN hién chwa c6 khuyén cao rieng cho BN UTPKTBN mang déng thoi dot bién
EGFR va khuéch dai HER2 de novo, trong khi di¥ liéu vé hiéu qua cla osimertinib bwdc mét don tri hoac két
hop héa tri @ nhém BN nay con rat han ché. Nhan mét trwéng hop UTPKTBN giai doan 1V c6 déng dot bién
EGFR L858R va khuéch dai HER2 de novo dwoc diéu tri osimertinib két hop héa tri bwéc mét tai Bénh vién
Quan y 103, chang t6i diém lai y van, mé ta d&c diém lam sang, can 1am sang va dap &ng diéu tri ban dau cta
ca bénh hiém g&p nay.

2. Bao cao ca bénh

Bénh nhan nam 76 tudi, tién s tdng huyét ap, dai thao dwong, khong hut thubée. Bénh nhan dau nguc
phai, ho khan, chwa diéu tri, di kham phat hién tén thwong tai phdi trén X quang, nhap vién khoa Bénh Phéi,
Bénh vién Quan Y 103. Panh gia 1am sang bénh nhan cé thé trang trung binh (BMI 19,2 kg/m2), toan trang
PS = 1, nhip tim 84 chu ky/phut, huyét 4p 125/80 mmHg, tim nhip déu, phéi hai bén théng khi tét, hach ngoai
vi khéng s& thay, bung mém, khéng chwéng, khéng sd thay khéi bat thwong.

Trén hinh &nh cét |&p vi tinh nguc phat hién cé khéi u thuy gitra phéi kich thwéc 33x21x20 mm, b khéng
déu, ngdm thuéc manh khéng ddng nhét sau tiém, kém vai nét mo kich thwéc 3-9 mm phéi phai, tran dich
mang phéi phai mrc do it, hach trung that nhém 7 kich thwéc ngan truc 12 mm. Sinh thiét khéi u xuyén thanh
ngwc duwdi hwéng dan cat Iop vi tinh ngwe, xét nghiém mé bénh hoc va héa mé mién dich xac dinh carcinoma
biéu mé tuyén; xét nghiém giai trinh tw gen thé hé méi (NGS) phat hién dot bién EGFR L858R va khuéch dai
HER?2. Bénh nhan dwoc chup PET/CT, chup cong huéng tir so ndo danh gia giai doan, két qua ghi nhan hach
trung that nhém 7 tang chuyén héa FDG, phat hién tén thwong di can rai rac hai phdi, mang phéi phai, di can
xwong (d6t sbng D7), khéng phat hién ton thwong thir phat co' quan khac. Cac két qué xét nghiém cong thirc
mau, hda sinh mau, vi sinh trong gi¢i han binh thwdng.

Dwa trén két qua thdm kham lam sang va cac xét nghiém can l1am sang, bénh nhan duoc chan doan: Ung
thuw phé quan thuy gitra phai type biéu mé tuyén giai doan IV (T4AN2M1b), c6 ddt bién EGFR L858R va khuéch
dai HERZ2 de novo.

Hinh 1. C&t I6p vi tinh nguwe (a, b) va PET/CT (c, d, e) trwéc diéu tri
Bénh nhan dworc diéu tri thudc TKI thé hé 3, osimertinib 80 mg liéu ngay 1 vién udng vao budi sang, két
hop hoa tri liéu Carboplatin AUC 5 + Pemetrexed 500mg/m2 da 4 chu ky, sau dé duy tri bang héa tri
Pemetrexed 500mg/m?2 da. Bénh nhan dung nap tét véi diéu tri, chi gap tac dung phu gidm bach cau do 1 tai
4 chu ky hoa tri dau tién va tiéu chay do 1 trong thang dau.
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KAt M tai 1 @b phibn tich

Phat hign 40t bido LISSR trén gene EGFR
Phat hdn A0t bidn HER2 Ampification

Hinh 2. Két qua NGS khéi u

Sau 3 thang diéu trj (thang 08/2025), bénh nhan dwoc danh gia dap ng diéu tri bang tham kham lam sang
va chup cét I&¢p vi tinh ngwe, bung; MRI so ndo. V& Iam sang, bénh nhan khéng ho, khéng dau tirc nguc. Két
qué CT nguc ghi nhan khéi u thuy gitra phai kich thwéc 12 x 17 mm (gidm so véi két qua cét I&p vi tinh trwde
diéu tri), khéng con nét me phdi hai bén, hét dich mang phdi phai. Theo thang diém RECIST 1.1, danh gia
bénh dap (rng mot phan. Bénh nhan dwoc tiép tuc duy tri diéu tri Osimertinib két hop Pemetrexed hién tai diéu
tri thang thir 12. Két qua danh gia tai thoi diém 05/2026 bénh dap (rng moét phan (khdi u thuy gitra phai kich
thuwde 9 x 12 mm).

Hinh 3. Cat I6p vi tinh ngwe sau diéu tri 3 thang (a, b) va 12 théng (c, d)

3. Ban luan

Cac bién dbi sinh ung thw ctia HER2 da dwoc ghi nhan & nhiéu loai ung thw va co quan khac nhau. Hoat
héa tin hiéu HER2 cé thé xay ra thdng qua dot bién, khuéch dai hodc biéu hién qua mirc, gép phan thuc day
tan sinh mach, xam Ian va di c&n. Khuéch dai HER2 trén BN UTPKTBN mang dot bién EGFR c6 thé xuét hién
dang mac phai sau diéu tri TKI hodc cé déng thdi ngay tir thdi diém chan doan (de novo). Trong phan tich
NGS trén 12.946 mau UTPKTBN clia Nagasaka va cong sw, khuéch dai HER2 dwoc ghi nhan & khoéng 1,0%
trwdng hop cé dot bién EGFR [3]. Tuy nhién, nghién ctru trén khéng phan biét tinh trang de novo hay mac
phai, do do tan suét va y nghia lam sang ctia khuéch dai HER2 de novo van chwa rd rang.

Trong UTPKTBN, két quad NGS ngay cang dwoc st dung rong rai dé phat hién khuéch dai HER2 nhé kha
nang danh gia déng thdi cac dot bién va bién ddi sé lwong ban sao trong mot xét nghiém.[5] Do méi lién quan
gitra biéu hién protein HER2 va khuéch dai gen trong UTPKTBN khoéng déng nhét, cac hwéng ddn NCCN va
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ASCO khuyén nghi xac dinh khuéch dai HER2 bang xét nghiém phan t& toan dién nhw NGS, dac biét trong
trudng hop UTPKTBN khang thuéc TKI [5]. Céac ky thuat lai tai chd FISH/SISH c¢é thé dwoc sir dung dé xac
nhan trong mét sb truéng hop. Trong ca bénh nay, dét bién EGFR L858R va khuéch dai HER2 dwoc phat
hién ddng thoi qua NGS trén mau mé duc paraffin.

Thr nghiém FLAURAZ2 so sanh osimertinib két hop platinum/pemetrexed véi osimertinib don tri trong diéu
tri bwéc mot UTPKTBN giai doan tién xa mang dét bién EGFR Del19 hodc L858R. Phac db phéi hop kéo dai
PFS so v&i don tri (trung vi 25,5 so v&i 16,7 thang; HR=0,62; KTC 95%: 0,49-0,79; p<0,001), v&i hiéu qua
dwoc duy tri & nhém L858R (HR=0,63; KTC 95%: 0,44-0,90) [1]. Phan tich cubi cho thdy osimertinib két hop
héa tri cai thién OS so v&i osimertinib don trj (47,5 so v&i 37,6 thang; HR=0,77; KTC 95%: 0,61-0,96; p=0,02)
[2]. Trén co s& d6, NCCN phién ban 6.2026 xép phac dd phdi hop trén vao khuyén cao mirc | trong diéu tri
bwédc mét [6].

Bén canh bang chirng thir nghiém ngéu nhién, tinh trang khuéch dai HER2 de novo cung cép thém co sé&
sinh hoc dé lwa chon phac dd cta ca bénh nay. Khuéch dai HER2 c6 thé hoat héa con dueng PI3K/AKT/mTOR
va MAPK, doc lap v&i tin hiéu EGFR [4]. Khi co ché nay hién dién ngay tir thoi diém chan doan, hiéu qua cla
osimertinib don tri c6 thé bi han ché do chi tac déng chon loc trén EGFR kinase. Viéc bd sung
carboplatin/pemetrexed gép phan gay doc té bao, khéong phu thudc tin hiéu EGFR. Do chwa c6 di liéu riéng
cho nhém c6 ddng théi mang dét bién EGFR va khuéch dai HER2 de novo, viéc lya chon phac dd osimertinib
két hop carboplatin/pemetrexed trong ca bénh nay dwa trén bang chirng tr FLAURAZ2 va déc diém khuéch
dai HER2.

Schumann va céng sw bao cao mét truerng hop UTPKTBN di cdn mang ddng dot bién EGFR L858R,
khuéch dai HER2 va tai sdp xép RET ngay tlr thoi diém chan doan [7]. Bénh nhan dwoc didu trj bwéc mot
bang osimertinib don tri nhwng tién trién sau 4 thang véi chuyén dang sang ung thw phdi t& bao nhd. Pang
chu y, khuéch dai HER2 van dwoc ghi nhan trén NGS tai thoi diém sinh thiét lai; BN sau d6 dap r'ng mot phan
kéo dai 13,1 thang v&i trastuzumab deruxtecan [7]. Trwdng hop nay goi y rang khuéch dai HER2 de novo cé
thé lién quan dén hiéu qua han ché clia osimertinib don tri, dng thdi van duy tri vai trd thic day sinh u sau khi xuét
hién khang thudc. Tuy nhién, sw hién dién déng thdi clia dét bién dung hop gen RET han ché kha nang danh gia
riéng biét anh hudng clia khuéch dai HER2 de novo dbi véi hiéu qua diéu tri osimertinib budc mot.

Tuy nhién, vai trd ctia cac thudc nhdm dich HER2 & bénh nhan UTPKTBN c6 khuéch dai HER2 hién van
chwa dwoc xac dinh ré. Trastuzumab két hop héa tri khéng wu thé hon héa tri don thuan (PFS trung vi 6,1 so
v&i 7,0 thang), trong khi phdi hop trastuzumab va pertuzumab dat hiéu qua han ché véi ty 1& dap trng 13-21%
[8]. D liéu vé trastuzumab deruxtecan trén nhém khuéch dai HER2 hién gi6i han & thir nghiém tién 1am sang
va bao cdo ca bénh cé khuéch dai HER2 méc phai sau diéu tri dich [9]. Do d6, chwa cé dd béng chirng lam
co s& lwa chon liéu phap nhdm dich HER?2 trong diéu tri bwé'c mot cho BN ¢6 déng thdi mang dot bién EGFR
va khuéch dai HER?2 de novo.

Trong ca bénh clia ching t6i, sau hai chu ky dau osimertinib két hop héa tri, cac triéu chirng 1am sang dau
ngwc phai va ho khan cai thién ré rét. Danh gia hinh anh sau 3 thang cho thay bénh nhan dat dap rng mot
phan. Bénh nhan dung nap diéu tri v&i cac triéu chirng tiéu chay d6 1 va gidm bach cau dd 1. Cac tac dung
khéng mong mudn & ca bénh nay twong déng véi hd so doc tinh dwoc ghi nhan trong nghién ctru FLAURA2
va bao céo chubi ca lam sang ctia Quach Thanh Dung [1], [10].

4. Két luan

Qua chéan doan va diéu tri ca bénh UTPKTBN giai doan IV mang déng thoi dot bién EGFR L858R va
khuéch dai HER2 de novo, mot sO két Iyén dwoc rat ra nhw sau: .

,Osimertinib két hop hoa tri (platin k‘ét hop pe[’netrexed) bw&c mot co ’hiéu qua kiém soat bénh‘ va dbc tinh
chap nhan dwoc & ngnh nhan mang df)ng doét bien EGFR L858R va khuéch dai HERZ de novo; can thém péc
nghién ctru v&i c& mau I6n hon dé khang dinh hiéu qua trén. Gié}i trinh tw gen thé hé mai giup phat hién dong
thoi cac dot bien va bién doi so lvgng ban sao ngay tr thoi diém chan doan, qua doé dinh hwéng Iwa chon
phac do diéu tri bwédc mot.

Lo cam on

Nhom nghién ciru givi 167 cdm on chan thanh nhat dén Trung tam Chén doan Hinh anh, Phong Ké hoach
Téng hop - Bénh vién Quan y 103 d& gilp d&, tao diéu kién thuan lgi trong qua trinh thu thap di liéu va hoan
thanh nghién ctu nay.

Tuyén bé vé xung dét loi ich

Céc tac gia tuyén bé khong c6 xung dot vé lgi ich tai chinh hodc méi quan hé ca nhan nao cé thé anh
hwédng dén két qua nghién clru dwgc bao cao trong bai bao nay.

Tuyén bo vé viéc str dung tri tué nhan tao

Nhém tac gid khéng st dung tri tué nhan tao trong qua trinh nghién cu cling nhw viét bai.

Doéng gop cua tdc gia
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Nguyén Thi Xuyén: I&n y twédng va thiét ké nghién ciru, thu thap va phan tich div liéu, ban luan két qua,
soan thdo ban thdo. Ta Ba Thang, Bach Quéc Tuén, Pham Thij Kim Nhung: hwéng dan khoa hoc, gép y thiét
ké nghién ctru, chinh sira va ra soat ban thao. Lé Anh Nguyét: hé tro thu thap di liéu, chuan bj hinh &nh, gép
y chinh stra ban thdo. T4t ca tac gid da doc va phé duyét ban thao cudi cung.
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LOUTR OO VIEINAY | EIRGTLINE OSIMERTINIB PLUS CHEMOTHERAPY IN

_ji: gaéh QI1.H STAGE IVNON-SMALL CELL LUNG CANCER WITH
&J CONCURRENT EGFR L858R MUTATION AND DE NOVO
Vietnam Society Of Physiology - VIOP HERZ AMPLIFICATION: A CASE REPORT

Nguyen Thi Xuyen', Ta Ba Thang', Le Anh Nguyet',Bach Quoc Tuan’, Pham Thi Kim Nhung'

" Vietnam Military Medical University, Ha Noi city, Vietnam

Concurrent de novo HER2 amplification with EGFR mutation in non-small cell lung cancer (NSCLC) is a
rare condition, biologically distinct from acquired HER2 amplification, which drives resistance to tyrosine
kinase inhibitors (TKIs). First-line osimertinib plus chemotherapy is the preferred regimen for patients with
advanced EGFR-mutant NSCLC; however, its efficacy in patients with concurrent de novo HER2
amplification remains unclear. Case report: A 76-year-old male, never-smoker, was diagnosed with stage
IV NSCLC. Next-generation sequencing (NGS) identified concomitant EGFR L858R mutation and de novo
HERZ2 amplification. The patient received first-line osimertinibo combined with carboplatin-pemetrexed,
followed by osimertinib-pemetrexed maintenance, achieving a partial response at 3 months that was
sustained through month 12, with good tolerability and no serious adverse events. Conclusion: First-line
osimertinib plus chemotherapy provides effective disease control with an acceptable safety profile in NSCLC
patients harboring concurrent EGFR L858R mutation and de novo HER2 amplification.

Keywords: Non-small cell lung cancer; EGFR mutation; de novo HERZ2 amplification; osimertinib plus
chemotherapy.
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