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tuang tu véi két qua nghién clru clia cac tac gia
déu nhan thdy rang dap (ng cla ky sinh trung
sot rét vdi nhitng thudc diéu tri hién nay ty 1€
nhay con kha cao.*

V. KET LUAN

Ty |é diéu tri khdi la 81%, that bai diéu tri
sém 19% vdi sot rét chua cd bién ching. Ty 1€
diéu tri khoi la 85,7% vdi s6t rét cod bién ching
(1 bénh nhan nang xin vé).

Thai gian diéu tri trung binh sot rét chua cé
bién chirng la 7,01 + 3,01 ngay va s6t rét cd
bién ching la 11,7 £ 9,2 ngay. Thdi gian hét s6t
(sot rét chua co bién chiring va s6t rét co bién
chirng) la 4 ngay, thdi gian sach ky sinh tring
cla st rét chua cd bién chiing chu yéu la sau 4
ngay (88%).
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PIEU TRI UNG THU PHOI KHONG TE BAO NHO GIAI POAN TIEN XA
SAU KHANG THU PHAT VO'I OSIMERTINIB BU'O'C 1

TOM TAT

Osimertinib la thudc Uc ch& EGFR Tyrosine Kinase
thé hé 3, 1a diéu tri dudc uu tién cho ung thu phéi
khdng t€ bao nho giai doan tién xa co dot bién EGFR.
Khi bénh tién trién, c6 thé xuat hién nhimg dot bién
méi hodc bénh cung cé the chuyén dang sang thé mo
bénh hoc khéc...Vé lam sang, bénh cé the tién trién
ram ro hodc di can it 6, c6 thé tién trién tai hé than
kinh hodc ngoai hé than kinh trung ucng. Vi vay viéc
diéu tri rat khac nhau tiy timg trudng hdp cu thé. Bai
bao nay bao cao loat ca bénh nham muc tiéu mo ta vé
lam sang can 1am sang, cach thirc va két qua didu tri
cac trudng hgp ung thu phdi khong té€ bao nho sau
khang thuGc Osimertinib. Trong cac trerng hgp khang
thudc, sinh thiét lai tim cg ché khang thudc la hét suic
can thlet tuy nhién khong phai ltic nao cung thuc hién
dugc. Chuyen dang t& bdo nho chiém ty [ rat thap,
diéu tri hod tri Etoposide — Platinum 1 Iua chon dau
tay. Néu phat hién dugc dot bién khuéch dai MET
bénh nhan cé thé thich hdp véi thudc khang MET.
Trong trudng hdp khong cé hoac khong biét vé cac
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dot bién mdi gay khang thudc, hoa tri la lua chon can
ban Trong cac trerng hop benh tién trién dan ) hoac
it 6, c6 thé phdi hogp véi cac diéu tri tai ving va van
tiép tuc Osimertinib trir khi dot bién ban dau kém
nhay cdm vdi Osimertinib.

T& khda: Ung thu phéi khong té€ bao nho, dot
bién EGFR, Khang Osimertinib, cg ché khang thuéc

SUMMARY
TREATMENT OF ADVANCED NON-SMALL
CELL LUNG CANCER FOLLOWING
ACQUIRED RESISTANCE TO INITIAL
THERAPY WITH OSIMERTINIB
Osimertinib is a 3rd generation EGFR Tyrosine
Kinase inhibitor that is the preferred treatment for
advanced non-small cell lung cancer with EGFR
mutations. As the disease progresses, hew mutations
may appear, the disease may also transform into
another histopathological form... Clinically, the disease
may progress aggressively or oligo metastatic disease,
may develop in the nervous system or outside the
central nervous system. So the treatment is very
different from case to case. This article reports a case
series with the object of describing the clinical,
subclinical, modality and treatment results of non-
small cell lung cancer cases after osimertinib
resistance. In resistant cases, biopsies for the
mechanism of resistance are essential, but this is not
always possible. Small cell transformation accounts for
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a very low rate. Etoposide - Platinum chemotherapy is
the first choice. If MET amplification mutations are
detected, the patient may be suitable for anti-MET
therapy. In the absence or knowledge of new
resistance mutations, chemotherapy is the primary
choice. In cases of Oligo metastasis, local therapy can
be combined with continued osimertinib unless the
primary mutation is less sensitive to osimertinib.

Keywords: Non-small cell lung cancer, EGFR
mutation, Osimertinib resistance, drug resistance
mechanism

I. DAT VAN DE

Ung thu phdi khdng t& bao nhd (UTPKTBN)
chiém khoang 80% cac trudng hop ung thu' phdi
(UTP). Trong do, ty 1& chan doan bénh & giai
doan mudn tai Viét Nam chiém t6i 60-70%.
Trong hon mot thap ky qua, diéu tri nhdm dich
phan tir da cai thién ro rét két qua diéu tri cla
nhiéu loai ung thu, trong dé c6 UTPKTBN. Theo
cac nghién clu, ty Ié dot bién EGFR tai Viét Nam
chiém 30-40% cac bénh nhan UTPKTBN, day la
diéu kién d€ bénh nhan dudc chi dinh diéu tri
bang thuGc nham dich EGFR (cac thubc Uc ché
EGFR Tyrosine Kinase - TKIs) [1]. Hién nay c6 3
thé hé thudc TKIs dang dudc chi dinh cho diéu
tri budc 1, dem lai ty 1€ dap ’ng cao, dac biét co
thé thdm nhap modt phan qua hang rao mau ndo
va tao dap Ung tai cac ton thuong di cdn ndo,
thudc cling dugc dung nap tét nén ngay cang
dudc st dung phé bién trén nhdm bénh nhén c6
dot bién EGFR. Osimertinib la EGFR TKIs thé hé
3. V& cd ché tac dung, thudc c6 uu diém cua la
c6 kha ndng nham dich tac dong vao cac vi tri
dot bién nhay thudc trén gen EGFR ciling nhu dot
bién khang thuéc T790M. Theo nghién clu
FLAURA, ty |é dap Ung cla Osimertinib va TKIs
thé hé 1 [an lugt la 80% va 76%; thdi gian s6ng
khong tién trién bénh (Progression - free survival
- PFS) la 18,9 thang va 10,2 thang (HR 0,46,
95% confidence interval [CI], 0,37 — 0, 57,
P<0,001) [2]. V&i uu diém vugt trdi do,
Osimertinib la chi dinh uvu tién cho diéu tri budc
1 & bénh nhan UTPKTBN cd dot bién EGFR. Mot
van dé luon dugc dat ra véi nhom bénh nhan
nay la sé diéu tri ti€p theo nhu thé nao néu bénh
nhan khang thudc, nhat la trong diéu kién thuc
t& tai Viét Nam. Trong khuén khG bai bao nay,
ching t6i xin bdo cdo cac ca bénh sau khang
thubc Osimertinib tai bénh vién K nhdm muc
tiéu: "M6 ta 1dm sang, cin Iam sang va két qua
diéu tri ung thu phdi khdng té bdo nhd sau
khang thudc Osimertinib”.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. P6i tugng: Cac bénh nhan UTPKTBN
c6 dot bién EGFR sau khang thudc Osimertinib
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Tiéu chuén chon:

- Bénh nhan khang th(r phat sau diéu tri
Osimertinib budc 1

- Thé trang tot (ECOG 0-1)

- UGc tinh s6ng thém trén 6 thang

- C6 tén thuong do dudc tai thdi diém
khang thudc

2.2. Phuong phap nghién clru: Bdo cao
loat ca bénh

Cac bénh nhan khang thudc Osimertinib
dudc ghi nhan tai thdi diém khang thudc vé:

- LAm sang: Thé trang chung, triéu chling
cd nang

- Can 1dm sang: cac chan doan hinh anh (CT
scan nguc, bung, CT scan hodc MRI so ndo,...)

o Giai phau bénh & thdi diém khang thuéc
(néu co)

o Xét nghiém giai trinh tu gen thé hé mdi
(Next - Generation Sequencing) & thdi diém
khang thudc (néu cd)

- Diéu tri va két qua diéu tri
Ill. KET QUA NGHIEN CU'U

3.1. Ca bénh s6 1. Bénh nhdn nam, 63
tudi, hat thudc khoang 5 bao/ndm, da bo thudc

Chan doan lic vao: Ung thu phdi giai doan
IV, di c8n ndo (da & kich thudc nhd khdng gay
triéu chng)

M6 bénh hoc: Ung thu bi€éu mé tuyén

Xét nghiém phan tir: C6 dot bién EGFR tai
Exon 21, L858R

Diéu tri budc 1 bdng Osimertinib dat dap
rng mot phan tai ndo va ngoai ndo

Sau 10 thang bénh tién trién

T6n thuong phéi, ndo tién trién nhanh; ho,
khé thd tdng nhanh

Xét nghiém NSE, PRO-GRP tdng cao, CEA va
Cifra 21.1 tdng nhe

Sinh thiét lai ton thuong phdi: Chuyén dang
t€ bao nhd

biéu tri: hdéa chat phac d6 Etoposide —
Carboplatin

Két qua diéu tri: Pap ing mdt phan & phdi
va nao

Hinh 3.1. Hinh 3nh dap uing mét phin tai phoi



TAP CHi Y HOC VIET NAM TAP 524 - THANG 3 - SO 1B - 2023

3.2. Ca bénh sé 2. Bénh nhén nit, 63 tudi

K phéi da phau thuit va hda xa tri, di cin
nhu mo phai

M6 bénh hoc: Ung thu bi€éu md tuyén

Xét nghiém NGS: dot bi€én L858R

Diéu tri Osimertinib bénh dap ing hoan toan

Sau diéu tri Osimertinib 8 thang, xuat hién
ton thuong mdi: day mang phéi (P), cé ndt mang
phdi 24x63mm (SUVmax 14,1), hach trung that
nhém 7 kt 17mm, (SUVmax 8,8), dac xuong L1
(SUVmax 16,7).

Sinh thiét lai: Carcinoma tuyén, xuat hién dot
bién MET Amplification bén canh dot bién L858R
cla gen EGFR

biéu tri: Osimertinib + Salvolnitinib dat dap
(fng mot phan

Hinh 3.2. Tén thuong dap ang mét phin
sau diéu tri
3.3. Ca bénh s6 3. Bénh nhéan nit, 69 tudi
Ung thu phdi di cdn mang phdi
M6 bénh hoc: Ung thu bi€éu md tuyén
Xét nghiém NGS: dot bi€én EGFR ( Del 19)
Diéu tri Osimertinib bénh dap &'ng mot phan
Sau diéu tri Osimertinib 19 thang, xudt hién
ton thuong mdi: di cdn gan, bénh nhan dau
nhiéu ha sudn phai
Sinh thiét gan: Ung thu biéu md tuyén
Xét nghiém phan tir: Khong cé dot bién MET
Amplification B
biéu tri: Hoa chat két hgp mien dich ( Phac
dé 4 thuGc Atezolizumab - Bevacizumab -
Paclitaxel — Carboplatin)
Két qua: Bénh dap (ng 1 phan

- T h- - S

Hinh 3.3. Hinh anh truoc va sau 2 dot
diéu tri (dap irng mot phan)

3.4. Ca bénh s6 4. Bénh nhan nit, 41 tudi

Tién sur: khoe manh

T10/2020 chan doan K phdi (P) cTIN3M1 (M

ndo, tran dich mang ngoai tim)

M6 bénh hoc: ung thu bi€éu md tuyén

Xét nghiém phan ti: dot bién gen EGFR (+)
exon 19 del, A750P exon 19

Da diéu tri: Osimertinib dap ng 1 phan

Sau 4 thang bénh tién trién hach 6, tién
trién ndo

Bénh nhan khéng dong y sinh thiét lai

biéu tri: Xa phau Gama; hda
Pemetrexat — Carboplatin

chat

> —
Hinh 3.4. Hinh anh tén thuong nio
va hach cé trudc va sau diéu tri

3.5. Ca bénh sé 5. B&nh nhan nii, 49 tudi,
tién st khoé manh

Ch&n doan 3/2021: Ung thu phdi giai doan
IV (di c&n phéi d6i bén, di cdn ndo don 6, khéng
¢ triéu ching)

MO bénh hoc: Carcinoma tuyén

Xét nghiém phan tur: Dot bién EGFR Del 19

biéu tri budc 1 Osimertinib, bénh dap Ung
hoan toan & phdi va nio

Sau 22 thang, bénh nhan dau dau

Chup MRI so n3o: tai phat tdn thucng di cin
ndo dan & .

Diéu tri: Xa phau Gama tén thucng ndo, tiép
tuc diéu tri Osimertinib

Hinh 3.5. Hinh anh tén thuong ndo dap ung
hoan toan sau diéu tri

IV. BAN LUAN
Theo két qua cla cac nghién clu, ty 1€ dot
bi€n EGFR clia bénh nhan Viét Nam khoang 30-
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40% [1]. Diéu tri EGFR TKIs dem lai hiéu qua
cao va dung nap t6t cho nhdm bénh nhan nay.
Osimertinib la TKIs thé hé 3, la Iuva chon dudc uu
tién cho diéu tri budc 1 & bénh nhan UTPKTBN
giai doan ti€n xa co6 dot bién EGFR do ty 1€ dap
Ung chung va dap Ung tai ndo cao, kéo dai thdi
gian tién trién bénh mét cach cd y nghia so Vvdi
TKIs thé hé 1 & tat ca cac phan nhdm bénh nhan
[2]. Tuy nhién khang thuGc xay ra la diéu khd
tranh khdi. V& cd ché khang thudc, dot bién
khuéch dai gen MET (MET amplification) la
nguyén nhan khang thudc thudng gap nhat
(15%), ti€p sau do la dot bién gen EGFR C797S
(7%); cac cd ché khac bao gom khuéch dai
HER2, dot bién PIK3CA va RAS (2-7%) [3].
Ngoai ra, mét ty 1& nho chuyén dang sang té€ bao
vay hodc té bao nho.

Ca bénh s6 1 la mo6t trudng hdp bénh tién
trién nhanh chéng, ram rd, triéu chirng néng. Ty
Ié chuyén dang t& bao nho trong bénh nhan tién
trién vai TKI chi khodng dudi 5%, ldm sang
thudng la tién trién nhanh, triéu ching ram ro,
anh hudng dén thé trang chung [4]. Viéc chan
doan thudng la dua trén két qua sinh thiét lai.
Ca bénh s8 1 dugc lam xét nghiém chat chi diém
ung thu NSE va PRO-GRP. Day la nhiing chat chi
diém ung thu rat déc hiéu cho loai carcinoma
than kinh ndi tiét, vi vay cé thé st dung nhu |a
mot ggi y cho chdn doan va tir d6 di dén sinh
thiét d€ chan doan xac dinh. Khi d& c6 chin doan
xac dinh, diéu tri hoa chat véi bd déi Etoposide —
Platinum la lua chon dugc uu tién vdéi ty 1€ dap
('ng cao [4]. Khac véi ung thu phéi t& bao nho
dudc chan doan tir dau, nhitng trudng hdp nay
thudng cd thdi gian song thém kéo dai han do da
dudc hudng lgi ich tir liéu phap dich nhdam EGFR,
séng thém trung vi c¢d thé 1én tdi 31,5 thang so
vGi dudi 12 thang néu 1a ung thu phéi t& bao nhd
dugc chan dodn tir dau [4].

V@i 15-20% s6 bénh nhan xuat hién dot bién
khuéch dai MET, diéu tri thuéc khang MET dugc
chi dinh, cho ty 1€ dap &'ng khoang 40% [5]. Khi
bénh nhan dugc chidn doan la tién trién, sinh
thiét lai nén dudgc chi dinh dé tim nhitng dot bién
khang thubc, dac biét la dot bi€én khuéch dai
MET. O ca bénh s6 2 bénh nhan dugc sinh thiét
lai va phat hién dot bién khuéch dai MET, do do
dugc diéu tri bang bd d6i Osimertinib —
Salvonitinib cho dap (ng t6t. Trudng hgp khong
c6 dot bien MET hoac khong sinh thiét lai dugc,
diéu tri hoa chat la can ban. Cac phac do hoa tri
dugc lva chon thudng la phac d6 bd ddi cod
platinum. Vai tro clia diéu tri mien dich dan tri &
nhém bénh nhan cé dot bién EGFR chua dugc
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khdng dinh. Tuy nhién, theo nghién cliu
IMPOWER 150, néu mién dich dugc két hgp Véi
thubc Uc ché tdng sinh mach mau va hoa tri thi
c6 cai thién két qua so vdi khong cd mién dich
[6]. Trong nghién clru nay, & nhitng bénh nhan
cd dot bién EGFR loai nhay thudc, phac do bo 4
(Atezolizumab - Bevacizumab - Paclitacel -
Carboplatin: ABCP) giam dugc 69% nguy cg tor
vong so V@i khong cd atezolizumab [6]. Nhéom
bénh nhan di can gan cling dugc hudng Igi ich
dang ké tir phac dd bd 4 nay, phac d6 4 thudc
ABCP giam dugdc 48% nguy cd tif vong so vdéi 3
thu6c BCP [6]. Bénh nhan s6 3 la trudng hgp
khong phat hién dot bién khuéch dai MET vdi
bénh pham sinh thiét lai. Vao thdi diém tién trién
bénh nhan c6 di cdn mang phdi, di cdn gan. Phac
d6 bo 4 ABCP cho dap Ung t6t & bénh nhan nay.

Trong trudng hdp bénh tién trién don 6 hodc
it 8, chi dinh diéu tri tai vung c6 thé kiém soat
dugc bénh va van ti€p tuc diéu tri Osimertinib.
Hai ca bénh s6 4 va s6 5 déu la nhiing ca ¢ tién
tri€n di can it § tai ndo va dugc diéu tri thanh
cong véi xa phau Gama Knife. Tuy nhién & ca s6
4, do c6 dot bi€én A750P & exon 19 nén chi dinh
dirng diéu tri Osimertinib do hiéu qua cla thudc
vGi dot bién nay thap [7]. Trong khi do, & trudng
hgp ca bénh 5, viéc diéu tri ti€p tuc Osimertinib
két hap véi xa phau tn thucng ndo cho dap ing
hoan toan.

V. KET LUAN

biéu tri bénh nhan UTPKTBN khang vdi
Osimertinib budc 1 can can nhac nhiéu yéu t6.
Sinh thiét lai tim cg ché khang thudc la hét sic
can thiét, tuy nhién khoéng phai lic nao ciling
thuc hién dugc. Chuyén dang t& bao nhd cd thé
thdy tién trién nhanh ca vé Idm sang va hinh
anh, diéu tri hoa tri Etoposide — Platinum Ia lua
chon dau tay. Dot bién khuéch dai MET la cd ché
khang thuSc phd bién nhat, néu phat hién dugc
thi bénh nhan c6 thé thich hgp véi diéu tri nhdm
dich MET. Trong trudng hgp khong cé hoac
khong biét vé cac dot bi€n mdi gay khang thubc,
hoa tri la lua chon can ban. Mién dich don tri liéu
khong dem lai nhiéu Igi ich ma phai két hgp véi
hoa tri va Bevacizumab. Trong cac trudng hgp
bénh tién trién don 6 hodc it 6, co thé phéi hgp
vGi cac diéu tri tai ving va van ti€p tuc
Osimertinib trr khi dot bién ban dau kém nhay
cam vdéi Osimertinib.
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KET QUA LAU DAI CUA PHAU THUAT CAT MONG MAT CHU BIEN
PHOI HO'P LASER TAO HINH MONG MAT PIEU TRI GLOCOM
GOC DONG NGUYEN PHAT CAP TiNH KHONG KEM PUC
THE THUY TINH KHONG PAP (’'NG VO'1 PIEU TRI NOI KHOA

TOM TAT

Muc tiéu: Danh gia két qua 3 nam cua phucng
phap ph0| hogp phau thuat cat mong mat chu bién
(MMCB) va laser tao hinh chan mong mat (IP) trong
diéu tri glocom goc dong nguyén phat cap tinh khéng
dap Ung vdi diéu tri noi khoa khoéng kém theo duc thé
thay tinh. Doi tugng va phuadng phap: Nghlen ctru
hoi ciu ket hgp md ta cét ngang tai thoi dlem 3 ndm
28 mat cua 25 bénh nhan dugc chan doan xac dinh la
glocdm goéc dong nguyén phat cap tinh da dudc diéu
tri laser tao hinh méng mat két hgp cat méng mat chu
bién va theo ddi tai 3 cg s@ nghlen ctu. Két qua: Thi
luc LogMAR trung binh sau 3 n&m 1a 0,58+0,44, nhin
ap ‘trung binh sau 3 nam 13,66+3,74 mmHg, t| Ie kiém
soat nhan ap thanh cong tuyét dm la 82 ,14%, tuong
dai la 7,14% va that bai la 10,71%. D6 ma trung binh
goc tlen phong sau 3 nam Ia 1,39+0,72, [6m gai, la
0,55+0,18 tdng c6 dang k& so véi thoi diém 1 n3m
sau can thiép. K&t ludn: Phau thuat cat méng mat
chu b|en phoi hop. laser tao h|nh chan méng mat cho
hiéu qua ha nhan ap 1au dai, g|up ngan chén tién trién
clia bénh ly glécdm va bao ton chirc néng thi gidc cla
nguai bénh.

Tur khda: Glocdm goc dong nguyén phat cap
tinh, cat mdng mat chu bién, laser tao hinh méng mat
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LONG TERM RESULT OF SURGICAL
IRIDECTOMY ASSOCIATED WITH
PERIPHERAL IDRIDOPLASTY IN TREATING

MEDICALLY UNRESPONSIVE ACUTE PACG

Objective: To evaluate 3-year results of the
combined method of peripheral iridotomy and laser
iridoplasty (IP) in the treatment of acute primary
angle-closure glaucoma unresponsive to medical
therapy with no significant cataracts. Subjects and
methods: A retrospective and cross-sectional study at
3 years on 28 eyes of 25 patients with confirmed
acute primary angle-closure glaucoma who received
laser iridoplasty combine with iridectomy and were
followed up at 3 research facilities. Results: Average
LogMAR visual acuity after 3 years was 0.58+0.44,
mean IOP after 3 years was 13.66+3.74 mmHg, the
complete success rate of IOP control was 82.14%, the
partial success rate was 7.14%, and the failure rate
was 10.71%. The mean anterior chamber angle width
after 3 years was 1.39+£0.72, mean cup-to-disc ratio
was 0.55+0.18, significantly increased compared to 1
year after the intervention. Conclusion: Iridectomy
combined with laser iridoplasty has long-term
effectiveness in lowering intraocular pressure, helping
to prevent the progression of glaucoma and preserving
the patient's visual function.

Keywords: Acute PACG,
laser peripheral iridoplasty

1. DAT VAN BE ,

O Viét Nam va cac nudc DBong Nam A,
glocom goc déng nguyén phdt la hinh thai
glécébm hay gap nhat va glocom goéc dong
nguyén phat cap tinh la dang pha huay thi luc
nhiéu nhat ctia bénh. Cd ché cia can glocom goc

surgical iridectomy,
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