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ABSTRACT

Objectives: (1) To evaluate the rate of response and the period time of progression-free survival.
(2) To evaluate side effects of Osimertinib.

Methods: Cross-sectional descriptive study 31 adenonocarcinoma lung cancer harboring EGFR
mutations patients at National Lung Hospital, from December 2019 to August 2023.

Results: The mean of age is: 63,42 + 9,36 age, the youngest is 40 and the oldest is 85 age,
female/male is 1,07/1, the most common symptom is chest pain with 26 patients. The most
common location metastasis is pleural with 18 patinents. EGFR mutations at exon 19 is the
common than at exon 21 with rate 19/11, one patient habor T790M mutation. Overall response
rate (ORR) is 70,9% with 61,3% is partial response. The mean progression-free survival is
20,70 + 3,32 months, median PFS is 15,67 months with minimum is 3,19 months and maximum
is 44,16 months. The most common treatment accompanied is Zoledronic acid with 11 patients.
Recording side effects, rash on skin is the most common with rate is 48,4%, most of them are
grade 1. Side effects with increasing aspartat transaminase and alanin transaminase grade I with
8 patients (25,8%) and all side effects: No patients with grade III or grade I'V.

Conclusion: Treatment by target drug as Osimertinib with patients adenocarcinoma lung cancer
stage IV harboring EGFR mutations has high overall response rate: 70,9%, median
progression-free survival is 15,67 months. Side effects are often mild. So with adenocarcinoma
lung cancer harboring EGFR mutations, we should treatment by Osimertinib, special in old
patients, who has not good performance status, can not treatment with chemotherapy.

Keywords: Osimertinib, tagrisso lung cancer, EGFR mutations, progression-free survival, side
effects, overall survival.
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TOM TAT

Muc tiéu: (1) Danh gia ty 1¢ dap ung va thoi glan song thém khong bénh tién trién cua bénh
nhan ung thu phdi biéu mo tuyén giai doan IV c¢6 dot bién gen EGFR tai Bénh vién Phoi Trung
wong giai doan 2019-2022. (2) Panh gi4 cac tac dung khong mong mudn cua thudc.

Phuong phap nghlen ctru: Thuan tap hoi ctru 31 truong hop bénh nhéan duoc chan doan ung
thu phoi biéu mo tuyén giai doan IV ¢6 dot bién gen EGFR duong tinh tir thang 12 ndm 2019
dén thang 8 nam 2023 duoc diéu tri budc 1 tai Bénh vién Phéi Trung wong.

Ket qua: Tudi trung binh 1a: 63,42 £ 9,36 tudi trong do tré nhat 1a 40 tudi va cao nhat 1a 85
tudi, ty 16 nit/nam 13 1,07/1; tri€u ching vao vién phd bién nhét 1a dau ngyc voi 26 bénh nhén.
Vi tri di can pho bién nhat 1a mang phoi v6i 18 trudng hop. bot bién exon 19 phd bién hon, ty
1¢ gap dot bien exon 19/exon 21 1a 19/11, ¢6 1 trudong hop Xudt hién T790M ngay tur dau. Dap
g diéu tri (ORR) 12 70,9%, trong do chu yéu 1a dap ing mot phan voi 61,3%. Thoi gian séng
thém khong bénh tién trién trung binh 13 20,79 =+ 3,32 thang, PFS trung vi 1a 15,67 thang, trong
d6 nho nhat 1a 3,19 thang va cao nhit 13 44,16 thang Diéu tri phdi hop phd b1en nhat 1a thudc
chong hiy xuong (Zoledromc acid) voi 11 benh nhan. Ghi nhan tic dung phu thi ndi ban trén da
chiém ti 1¢ cao nhat véi 48,4% trong do chu yéu 1a d6 1. Trén chirc nang gan than thi taing men
gan v6i 8 bénh nhan chiém 25 ,8%, trong do chi la tang d9 I, khong c6 truong hop nao ghi nhan
tac dung phu do III va IV cho tit ca cac tic dung phu dugc ghl nhan.

Két luan: Diéu tri thuéc ngam trung dich Osimertinib véi bénh nhan ung thu ph01 biéu mod tuyén
giai doan IV ¢6 dot bién gen dwong tinh cho ty 1¢ dap (mg cao: 70,9%, thoi gian song thém khong
bénh tién trién trung vila 15,67 thang. Tac dung phu ghinhédn thuorng muc d nhe. Ngoaira thude
su dung duong udng, dé str dung, an toan cho ngum bénh. Do vdy, nén diéu tri thudc Osimertinib
v&i bénh nhan ung thu phoi biéu mo tuyén giai mudn c6 dot bién gen duong tinh nhay cam véi
thudc nht 14 véi bénh nhan 16n tudi hay toan trang khong cho phép diéu tri hoa tri toan than.

Tir khéa: Osimertinib, Tagrisso, Ung thu ph01 dot bién gen EGFR, thoi gian séng thém khong
bénh tién trién, tac dung khong mong muon.

1. DAT VAN DE do sy tién bo cuia khoa hoc k§ thuat gitp ta hiéu sau hon
vé ban chét ung thu. Tir nhirg nam dau thé ki 21, nhiéu
loai dot bién gen lién quan to1 ung thu ph01 duorc tim
thay, nhiéu thude dich phan tir da dugc ap ung va cho
nhiéu két qua tich cuc.

Ung thu ph01 1a bénh 1y 4c tinh chiém ty 1& cao trong
ung thu va ty 1€ tir vong cao, tién luong kém. Phan 16n
ung thu ph01 duogc chin doan ¢ glal doan muon khi da
co dican. Diéu tri ung thur ph01 giai doan mudn c6 nhiéu o )
tién bo voi sy ra doi ngay cang nhiéu cac phuong phap  Thu thé cac yéu td phat trién biéu mo (EGFR) dugc biét
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dén l1a mot dich phén tir quan trong trong diéu tri ung
thu ph6i. Dot bién gen EGFR dugc chimg minh ¢ vai
tro trong sinh bénh hoc va dy bao dap ung diéu tri voi
cac thudc tre ché thy thé tyrosin kinase cia EGFR. Day
1a mot dich dugc st dung phd bién nht.

Osimertinib 13 thudc dung duong uong uc che tyrosin
kisase receptor (TKI) thé hé 3 cua yéu t6 phat trién
biéu mé (EGFR) dugc ching minh dem lai loi ich song
con cho bénh nhan ung thu phoi khong t€ bao nho c6
dot bién gen EGFR voi mot loat thir nghi€ém 1am sang
AURA3, FLAURA, ARAUDA cho thdy lgi ich song
thém khong bénh tién trién rat kha quan.

Tai Bénh vién Phoi Trung vong, thudc dich Osimertinib
dugc str dung tir khi thude bat dau c6 ¢ Vit Nam nhung
hién nay, chua co6 nghlen ciru danh gia hi¢u qua cua
thube trén d01 tuorng nay. Vi vay, ching toi tién hanh
nghién ciru dé tai nham hai muc tiéu:

1) Danh gia ty I¢ ddp img va thoi gian song thém khéng
bénh tién trién ciia bénh nhan ung thu phoi biéu mé

tuyen giai doan 1V ¢é dot bién gen EGFR tai Bénh vién
Phéi Trung wong giai doan 2019-2022.

2) Panh gid cdc tac dung khéng mong muon cia thudc.

2.POITUQNG VA PHUONG PHAPNGHIEN CUU
2.1. Thiét ké nghién ciru

Nghién ctru 4p dung thiét ké thuan tap hoi cru. Nghién
ctu dugc thyc hi¢én trén bénh nhan chan doan ung thu

3. KET QUA NGHIEN CUU
3.1. Pac diém lam sang va cidn lam sang

phéi biéu mo tuyen giai doan IV c6 d6t bién gen EGFR
tai Bénh vién Phéi Trung wong tir thang 12 ndm 2019
dén thang 8 nam 2023.

Nghién ctru thyc hién phuong phap chon mau thuén
tién. Theo do, toan bo bénh nhan dép tng ti€u chuan
lya chon dugc gidi thi€u nghién ciru va moi tham gia
nghién ctu. Da ¢6 31 bénh nhén dugc thu tuyén dé thu
thap so liéu.

2.2. N§i dung nghién ciru

Nghién ctu tién hanh thu thap thong tin chin doan va
trudce diéu tri, cling nhu thu thap thong tin trong va sau
diéu tri thong qua bénh an bénh nhén. Bénh nhan duge
thuc hién bdi cac bac si Ve danh gia dap ung khach
quan, danh g1a thoi gian song thém khong bénh tién
trién va thoi gian sdng thém toan by va danh gia cac
tac dung khong mong muon. Ti€u chuan su dung trong
danh gid doc tinh trén cac co quan khac duoc ap dung
theo tiéu chuan doc tinh ctia NCI phién ban 2.0.

2.3. Phuong phap phén tich va quén 1y s6 liéu

Sb ligu duge gh1 nhan va nhép vao hé théng dit liéu dién
tir bang phan mém EpiData. Dt li¢u sau d6 duoc ra soat
va lam sach dé dam béo tinh tin ciy va loglc cua bo s6
liéu. Qua trinh phan tich su dung cach tiep cén thong
k€ mo ta. Cac chi s0 tan sd, ti 1& duoc sir dung cho blen
s6 dinh tinh. Gid tri trung b1nh trung vi, d¢ léch chuan
duoc su dung de b4o co cho cac bién dlnh 1u0ng Phan
tich thoi gian song thém theo Kaplan — Meier. Y nghia
thong ké dugc két luan & ngudng 95%.

Bang 1. Pic diém nhin khiu hoc & bénh trang

Pic diém Dje diém

: n %

<40 1 3,2
41-60 11 35,5
Tudi 61-80 17 54,8

>80 2 6,5

Tong 31 100
Nam 15 48,4
Giéi N 16 51,6

Tdng sb 31 100

Triéu ching n %
- ' ) Ho 25 80,6
Triéu chunghg co quan ho Kho the 1 67.7
Dau nguc 26 83,9
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Pic diém bic di¢m

’ n %

Sét 2 6,5

Triéu chiing toan than Khoéng triéu chung 5 16,1
Chan n, gy sut 26 83,9

Triéu chirng di can hach, di Hach ngoai vi 2 6,5
can xa Co quan khac 13 41,9

Pic diém n %

Thuy trén phai 3 9,7

Thuy gitra phai 2 6,5
) Thuy dudi phai 7 22,6

Vi tri khoi u

Thuy trén trai 9 29,0
Thuy dudi trai 8 25,8

Khoéng xéc dinh 2 6,5
Phoi dbi bén 11 35,5

Mang phéi 18 58,1
Hach NO 7 22,6

Hach N1 2 6,5
bac diém di can Hach N2 16 51,6
Hach N3 6 19,4
Nao 14 41,2
Gan 4 12,9

Xuong 11 35,3

Dot bién exon 19 19 61,3
Tinh traI}Egcfl?It{bién gen Dot bién exon 21 11 35,5
Dot bién T790M 1 3,2

Nhan xét: Tudi trung binh 1a: 63,42 tu01 trong do tré
tu01 nhit 12 40 tudi va cao nhit 12 85 tudi. Trong d6 chu
yéu 1a nhom 41-80 tudi chiém 90,3%. Gioi: Ty 1€ ni/
nam, ti 16 1,07/1. Triéu chtng 14m sang phd bién nhat
tai co quan ho hép 1 dau nguc v6i 26 bénh nhan ch1em
ti 1€ 83,9%. Triu chung toan than thi chan in, gly st
12 biéu hién hay gap nhat.
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Vi tri khéi u phéan bé gitra 2 phéi trong d6 c6 12 truong
hop bénh nhén u bén phal va 17 bén trdi. Co quan di
can pho bién nhét la mang phdi 601 v6i 18 bénh nhan
chiém ti 1¢ 58, 1% sau do lan luot den phéi d6i bén, ndo,
xuong... Phan bd tinh trang dot bién gen dot bién exon
19 chiém ti 18 cao v6i 61,3%.
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3.2. Két qua diéu tri
Ddp trng diéu tri . . )
Bang 2. Pap ng di€u trj va cac phwong phap diéu trj phoi hop

n %

Dap ting hoan toan 3 9,7

Dap tng mdt phan 19 61,3

Dap ting Bénh 6n dinh 9 29,0
Bénh tién trién 0 0

Tong 31 100

Xa tri toan nao 2 6,5

Diéu tri phdi hop Xa phau nio 1 3,2

Thudc chéng huy xuong 11 35,5

Nhan xét: Ty 1€ bénh nhan c6 dap ung dleu tri (ORR) la kha cao v6i 17 bénh nhéan chiém ti 1& 70,9% trong d6
cha yéu 1a dap tmg 1 phin. Diéu tri phdi hop thi nhiéu nhét 1a thudc chéng huy xwong véi 11 bénh nhan.

Bang 3. Twong quan giira dap ung diéu tri véi mot so yéu td

Tinh trang Pap ing Khéng dap ting Téng
o dap ung
Yéu tb P
lién quan n % n %o n %
Nam 10 66,7 5 333 15 100
Gibi 0,804
Nir 12 75,0 4 25,0 16 100
Dot bid Exon 19 14 45,2 5 16,1 19 100
0t bién gen
EGFR 0,687
Exon 21 7 22,6 4 12,9 11 100

Nhan xét: Qua vigc phan tich twong quan g1ua cac yéu t6: Gioi, loai dot bién gen véi vigc ¢6 hay khong dap ung
diéu tri véi thuée Osimertinib cho thy 2 yéu té nay la khac biét khong c6 ¥ nghia thong ke.

Thoi gian song bénh khong tién trién va thoi gtan song thém toan bé.
Béang 4. Thoi gian song thém khong bénh tién trién

Trung binh Trung vi Min ( tll\l/i'::lx )
(thang) (thang) (thang) g
Thoi gian song bénh khong 20,79 + 3,32 15,67 3,19 44,16
tién trlen
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Th&i gian séng thém khéng bénh tién trién (thang)
Biéu d6 1. Biéu d6 Kaplan-Meier thé hi¢n thoi gian PFS ciia nhém bénh nhéan diéu tri Osimertinib.

Nhan xét: Biéu dd cho thiy twrong quan giita thoi gian séng thém khong bénh tién trién va ty 1& bénh nhan theo
thoi gian. Theo d6 PFS trung vi 1a 15,67 thang.

Bang 5. Twong quan giira thoi gian song thém khong bénh tién trién véi mot so yéu to.

PFS (thang)
Pic diém n p
Min Max Tru.ng
vi
Nam 15 5,16 44,16 | 24,50
Gioi 0,186
Nir 16 3,19 38,64 | 17,72
Exon 19 19 4,83 44,16 | 14,16
Loai dot bién gen 0,822
Exon 21 11 3,19 25,01 | 15,67

Nhén xét: Phan tich tuong quan glua cac yéu tb: Gigi, Gibi, Loai dot bién gen la cac yeu t6 thong ké tao ra su
loai dot bién gen vai thoi gian song thém khong benh khac biét khong c6 ¥ nghia thong keé.
tién trién khi diéu tri voi thude Osimertinib cho thay:
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Biéu do Kaplan-Meier danh gia cac yeu 16 lién quan dén thoi glan song thém khong bénh tién trién
Biéu dd 2. Thoi gian song thém khong bénh tién trién theo yeu t6 gidi
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Théi gian séng thém khéng bénh tién trién (thang)

Biéu d6 3.Thoi gian séng thém khong bénh tién trién theo dt bién gen
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Bang 6. Tac dung khéng mong mudn

Téc dung khong o 0 P 1 pj 11 o 111 PH IV
mong muén n % n % n % n % n %
Ha huyét séc t6 28 1903 | 3 9,7 0 0 0 0 0 0
Ha bach ciu 20 1935 2 | 65 0 0 0 0 0 0
Eﬁnl?gagrllgéu 28 193 3 | 97| 0 0 0 0 0 0
Tang men gan 23 | 74,2 8 25,8 0 0 0 0 0 0
Néi ban da 16 | 51,6 | 14 | 452 | 1 32 | 0 0 0 0
Kho da 26 189 5 [161] 0 0 0 0 0 0
Tiéu chay 26 189 5 [161] 0 0 0 0 0 0

Nhan xét: Danh gia tic dung khong mong mubn: Trén
hé huyét hoc céc tac dung phu kha nhe nhang; trén chuc
nang gan-than thi gap nhiéu nhat la tang men gan v6i 8
bénh nhén (25,8%) trong do tat ca déu 1a do 1; trén da
thi ndi ban 1a triéu chtng hay gip nhat chiém 48 ,4%.

4. BAN LUAN

Osimertinib 1a thudc ngam tring dich EGFR thé hé 3,

déa dugc chirmg minh vai tro diéu tri v6i bénh nhan ung
thu phoi khong té bao nho co dot bién  gen EGFR duong
tinh thong qua mot loat nghién ctiru n6i bat: AURA3[1],

FLAURA[2] hay ADAURA[3] dua theo két qua ng-
hién ctru nay Osimertinib da dugc co quan quan ly thue
pham va duoc phdm Hoa Ky (FDA) cap phep chi dinh
sir dung cho nhitng bénh nhan c6 dot bién T790M [4],

bude 1 cho bénh nhéan c6 dot bién gen EGFR([5] hoac
nhom bénh nhan giai doan IB-1IIA sau phau thuat c6 dot
bién gen EGFR(+)[6]. Hién nay, Osimertinib ciing la
thudc duy nhat dugc FDA cap phép st r dung cho nhom
bénh nhan c6 dot bién gen T790M. Quén thé bénh nhén
nghlen ctru gdm cac bénh nhén ung thu biéu mé tuyén
¢ dot bién gen EGFR 1a yéu t6 da dugc ching minh
giup tang dap ung véi Osimertinib. Ty 1€ dap ung bénh
cao dat chiém 70,9%, ty 1¢ nay tuong tu két qua nghlen
ctrtu FLAURA véi 80% s0 bénh nhan nhénh diéu tri
Osimertinib ¢6 dap u ng. Khi so véi cac nhom thude TKI
thé hé 1 thi uu thé lai | cang thay 16 rang véi 1 truong hop
bénh nhan c6 d6t bién T790M ngay khi bat dau diéu tri
voi mue danh gia dap ung dugce danh gia 1a hoan toan
va cho dén thoi diém két thuc nghién ctru thoi gian PFS
1a 38,4 thang. Phén tich duéi nhom 2 yéu té: Loai dot
bién gen (L858R trén exon 21 va Del trén exon 19) va
gidi cho thiy 2 yeu t6 nay khong lam anh huong dén
ty 1€ dap tng v mie ¢6 ¥ nghia thdng ké véi p>0,05.

Thoi gian bénh khong tién trién trung vi trong nghlen
ctru 1a 15,67 thang, két qua nay thap hon so véi két
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qua PFS cua nghién ciru FLAURA la 18,9 thang nhung
theo chung t6i lai kha phu hgp: Thir nhat 1a ngay trong
nghién ctru FLAURA thi v6i nhoém dan sé chau A thi
PFS trung vi chi 1a 16,5 thang [7], thtt hai c6 1€ 1a do
thoi gian nghién ctru theo doi cua chnng toi chua du
dai va so luong bénh nhan con khiém ton nén thoi gian
PFS trung vi chua day du. Khi phan tich duéi nhom
cac yéu to anh huong dén PFS: Gidi, loai dot blen gen
(L858R voi Dol exon 19) thi cho thoi gian song thém
khong bénh tién trién 1a khac biét khong c6 y nghia
thong ké v6i p> 0,05. Trong nghién ctru nay, tdc dung
khong mong mudn gap nhiéu nhét 14 n6i ban chiém ti
1€ 48,4% nhung chu y€u 1a d9 [, it gdy anh huong dén
cugc song sinh hoat hang ngay cﬁa bénh nhan. Tac dung
trén h¢ huyét hoc va chirc ndng gan thi nhiéu nhat la
tang men gan vai 25,8%, nhung chi la tdng do I, khong
co truong hgp nao ghi nhén tac dung do III va IV cling
nhu khong can can thiép gi.

Qua nhu’ng dac diém trén khang dinh 16 rang hon hi¢u
qua cua thuoc Osimertinib trén bénh nhén ung thu ph01
biéu mo tuyén c6 dot bién gen EGFR giai doan mudn.

5.KET LUAN

Osimertinib 1a thudc khang Tyrosin kinase cho ty 1€ dap
ung cao dong thoi co y nghia k€éo dai PFS v6i bénh nhan
ung thu ph01 biéu mé tuyén c6 dot bién gen EGFR giai
doan mugn, dac biét khi so sanh voi cac thuoc the h¢
1 thi loi ich trén cac bénh nhdn c6 dot bién T790M la
rat 1o rét. Ngoai hi¢u qua rd rang thi duong dung qua
duong udng thuan loi, an toan cho ngum bénh dong
thoi tranh duogc cac doc tinh tich lity, nén diéu tri bang
Osimertinib 1a li¢u phap rat trién vong cho bénh nhan,
dic biét bénh nhan 16n tudi hodc c6 thé trang kém khong
cho phép hoa tri toan than.
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