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TOM TAT

Dt vin dé: Ung thu phoi khong té bao nhé giai doan mudn thiwong dién tién am tham, triéu
chung khong ddc hiéu va da $6 dd c6 di can tai thoi diém chan dodn, dan dén tién lwong xdu. Viéc
phat hién dot bién EGFR la bude tién quan trong trong diéu tri, ddc biét & bénh nhéan chau A voi ti
1é dot bién khodng 10-50% (exon 18—21) Cdc thuéc irc ché lyroszne kinase (TKIs) thé hé 1 da chirng
minh hiéu quad trong cdi thién dap wng, kéo dai thoi gian song va dung nap t6t. Muc tiéu nghién
ctru: Khao st dic diém lam sang, can lam sang, danh gid két qua diéu tri va mét sé yeu 1 lién
quan & bénh nhdn ung thw phéi khéng té bao nhé giai doan IHIB-IV diéu tri TKIs thé hé 1. Péi
twong va phwong phdp: Nghién ciru trén 58 bénh nhéan ung thu phéi khong té bao nhé giai doan
IIIB-1V ¢6 d@dt bién EGFR, diéu tri tai Bénh vién Ung Buéu Can Tho va Bénh vién Truong Pai hoc
Y Dugc Can Tho tir 6/2020-12/2023. Két qud: Tudi trung binh 63,6; ti 1é nit/nam 1,64/1. Triéu
chitng thirong gap: dau ngwce (65,5%) va khoé thé (53,4%). Di can >2 co quan chiém 53,4%, thirong
gdp & xwong (46,6%) va mang phoi (39,7%). Pt bién exon 19 chiém 60,4%, L858R 36,2%. ORR
dat 71,5%, DCR 95,3%. Trung vi PFS 16,1 thang va OS 21,2 thang. Cac yéu 16 lién quan dén song
con gom loai dot bién va ban da. Tac dung phu chii yéu la ban da (65, 5/) va tiéu chay (31,1%), da
s6 d¢ I-II. Két ludn: T, Klis thé hé 1 cho hiéu qud cao, cdi thi¢n song con va chat lwong song, thuoc
an toan va dung nap 16t & bénh nhan UTPKTBN giai doan tién xa cé dot bién EGFR.

Tir khéa: Ung thu phoi khong té bao nhé, EGFR, tyrosine kinase thé hé thir nhdt.

ABSTRACT

EVALUATION OF TREATMENT OUTCOMES OF STAGE ITIB-1V NON-
SMALL CELL LUNG CANCER WITH EGFR MUTATIONS USING
FIRST-GENERATION TYROSINE KINASE INHIBITORS
AT CAN THO CITY IN 2020 - 2023

Huynh Minh Dong”, Le Thanh Vu? Duong Le Tan Truong?,
Pham Minh Chien?, Pham Thi Ngoc’, Thach Thi Hoai Thuong'
1. Can Tho University of Medicine and Pharmacy Hospital

2. Can Tho University of Medicine and Pharmacy

Background: Advanced non-small cell lung cancer (NSCLC) is often diagnosed late, with
varied symptoms and distant metastases, leading to poor outcomes. EGFR mutations are common
in Asian patients (10-50%) and respond well to tyrosine kinase inhibitors (TKls). First-generation
TKIs can improve survival and quality of life with good tolerability. Objectives: To evaluate clinical
characteristics, treatment outcomes, and related factors in stage IIIB-1V NSCLC patients treated
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with first-generation TKls in Can Tho (2020-2023). Materials and methods: A total of 58 patients
with stage IIIB-IV EGFR-mutant NSCLC received first-generation TKIs at Can Tho Oncology
Hospital and Can Tho University of Medicine and Pharmacy Hospital. Results: The mean age was
63.6 years, with a female predominance. Common symptoms included chest pain and dyspnea. Over
half had metastases to >2 organs, mainly bone and pleura. Exon 19 deletion (60.4%) and L858R
mutation (36.2%) were predominant. The overall response rate was 71.5%, and the disease control
rate was 95.3%. Median progression-free survival (PFS) and overall survival (OS) were 16.1 and
21.2 months. Mutation type and skin rash were associated with survival outcomes. Adverse events
were mostly mild, including rash and diarrhea. Conclusion: First-generation TKls are effective,
improve survival and quality of life, and are well tolerated in advanced EGFR-mutant NSCLC.
Keywords: Non-small cell lung cancer, EGFR, first-generation TKIs.

I. PAT VAN PE

Ung thu phéi khong té bao nhé (UTPKTBN) 14 van d& toan cau véi ti 1¢ mic ting,
tién lwong xau va tir vong cao. Bénh thuong c6 triéu ching khong dic hiéu, d& nhim lan
v6i bénh ho hap khac, dan dén chan doan mudn. Dot bién EGFR gip ¢ khoang 10-50%
bénh nhén chau A, 13 co so cho diéu tri nham tring dich. Cac TKIs thé hé 1 nhu gefitinib
va erlotinib dd chimg minh hiéu qua vuot troi so voi hoa tri trong cai thién dap tng, sdng
thém va chat lugng cudc séng. Nghién ctru niy nham danh gia dic diém 1am sang, can 1am
sang va két qua diéu tri budc mot béng TKIs thé hé 1 & bénh nhan UTPKTBN giai doan
IIIB-IV c6 d6t bién EGFR, dong thoi phan tich cac yéu t lién quan.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru

Gom 58 bénh nhan UTPKTBN giai doan IIIB-IV, biéu mé tuyén, dot bién EGFR
nhay thude, diéu tri budec mot béng erlotinib va gefitinib tai Bénh vién Ung Budu Thanh
Ph6 Can Tho va Bénh vién Truong Pai hoc Y Duoc Can Tho tir 03/2020 dén 12/2023.

- Tiéu chuén lya chon: Chan doan xac dinh 1a UTPKTBN giai doan IIIB-IV (theo
AJCC 2017 dua trén hé théng TNM, déc trung boi su lan rdng cua khéi u (T), hach vung
(N) hoc di cin xa (M)). Chan doan mé bénh hoc 1a UTBM tuyén. C6 dot bién gen EGFR
tai cac exon 19 va 21. Tudi > 18. C6 tén thuwong dich dé danh gia dap tmg theo tiéu chuin
RECIST 1.1. Chép nhan tham gia nghién ctru.

- Tiéu chuén loai trir: Dot bién khong rd tinh trang gen EGFR. Bénh nhén di duoc
hoéa tri, xa tri hoac phéu thuat. Tang men gan, bilirubin > 3 lan gidi han binh thuong. Suy
than véi do loc cau than < 20ml/phit/1,73m2 Bénh nhan di tmg v6i thudc. Bénh nhéan bo
do diéu tri khong vi 1y do chuyén mén (khi bénh chua tién trién va khong co tac dung phu
tram trong) hay tir chdi hop tac, khong theo ddi dugc.

2.2. Phuwong phap nghién ciru
- Thiét ké nghién ciru: Nghién ctru mé ta cit ngang, tién ciru.
p-(1-p)
a2
Véi p = 0,907 1a ti 1& kiém soat bénh trong nghién ciru Avneet Garg (2020). d 1a hé
s6 chinh xéc tuong ddi, léy d = 0,08. a: mic y nghia théng ké, chon a = 0,05, tng véi do
tin cay 1a 95%. Z: gia tri thu dugc tir bang Z ung véi a = 0,05.
Vay ¢ mau wéc lugng cho nghién ctru 1a 51. C& méu thyc té 14 58 bénh nhan.

~ X 2
- Co mau: n= Z(l—%)
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- Noi dung nghién ciru

+ Lam sang va cén lam sang: ghi nhén tu01 (< 65, > 65), gidi tinh, danh gia chi 5O
toan trang trude diéu tri (ECOG PS): 0, 1, 2, 3; tién st hut thude (goi-nam), bénh kém theo
(phan loai ICD-10), céc tri¢u chung 1am sang (ho, kho thd, dau nguc, ho mau,...). Panh gia
giai doan bénh theo AJCC 2017, dua vao tinh trang u, hach, di can xa béng chup CTscan,
MRI ndo, xa hinh xuong. Xét nghiém dot bién EGFR béng realtime PCR.

+ Két qua diéu tri: diéu tri bang erlotinib 150 mg/ngay hodc gefitinib 250 mg/ngay,
ubng dén khi bénh tién trién hoic khong dung nap doc tinh. Panh gia dap ung: theo tiéu
chuan RECIST 1.1. Panh gia séng thém: sdng thém khong tién trién (PFS): 1a khoang thoi
gian tinh tir khi bit du diéu tri dén khi bénh tién trién qua danh gia dap ung), song thém
toan bo (OS): 1a khoang thoi gian tinh tir ngay bat dau diéu tri cho dén thoi diém rat khoi
nghién ctru: Ngay chét do bénh, ngay mét theo do1, ngay két thiic nghién ctru. Phén tich theo
Kaplan—Meier, danh gia trung vi va cac yéu td lién quan dén két qua diéu tri. Poc tinh: ghi
nhén va phan d¢ theo CTCAE 5.0.

- Phén tich s liéu : Xt 1y va phén tich s6 liéu bang phan mém SPSS 20.0.

- Pao dirc nghién ctru: Nghién ctru dugc thong qua Hoi ddng Pao dirc trong nghién
ctru y sinh hoc Truong Pai hoc Y Dugc Can Tho theo Quyét dinh sé 22.053.GV/PCT-
HDDD ngay 30 thang 11 nam 2022.

III. KET QUA NGHIEN CUU
3.1. Pic diém 1am sang, cin 1Am sang

Dic diém 1am sang
- Tubi trung binh: 63,6 + 10 (dao dong 43 - 95 tudi). DY tuodi < 65: 51,7%.
- Ti 1€ nit/nam: 1,64}/1. Ti 1€ bénh nhan hut thuoc 1a: 31,0%.
- Phan 16n ¢6 chi so0 toan trang (PS) 0-1: 70,7%. Nhom PS 2-3: 29,3%. .
- Triéu chung 1am sang thuong gap nhu dau nguc, khé thd, ho khan véi ti 1€ 1an lugt:
65,5%; 53,4% va 44,8%. 42,9% bénh nhan c6 tri€u ching toan than.
Dic diém cdn lAm sang
- Giai doan T: thuong gip T4 (37,9%), T2 (32,8%), T3 (20,7%) va thap nhat 1a T1
(8,6%). Ve giai doan’N, da s0 ¢ giai doan N3 (53,4%), trong khi N1 chiém 19,0%, NO la
17,2% va N2 thap nhat v6i 10,3%. q i
- Di can thuong gap gom xuong (46,6%), mang phoi (39,7%), phoi (37,9%) va nao
(22,4%). 53,4% bénh nhan di can 22 co quan, va 46,6% di can 1 co quan.
- b6t bién EGFR chu yéu 1a Dell9 (60,4%), ti€p theo L858R (36,2%).
3.2. Két qua diéu tri
Dap ung khach quan
C6 1 trudng hop dap umg hoan toan chiém 1,7%. Dap tng mot phan chiém nhiéu

nhét véi 74,1%. Bénh 6n dinh 1a 19% va 5,2% bénh tién trién. Ti 1€ kiém soat bénh 1a 94,8%.
Ti I¢ dap ung toan bd: 75,8%.

Tac dung phu
Bang 1. Tac dung phu thuong gip
Tac dung phu Murc d6 S6 BN (n) Ti 1€ (%)
i , 0 20 34,5
Viém da — phat ban 1 2 37.9
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Tac dung phu Murc d6 S6 BN (n) Ti 1€ (%)

2 14 24,1

3 2 3,4

0 40 68,9

Tiéu chay 1 15 25,9
2 3 5,2

Budn ndén 1 3 5,2

Khac Viém k& mong 1 2 3,4
Viém miéng 1 3 5,2

Nhan xét: Tac dung phu thudng gap nhét viém da phat ban v6i 65,5% phan 16n do
I, II. Tiéu chdy ciling hay gap mtrc do I, I v6i 31,1%. Khong c6 truong hop nao phai gidam
liéu hodc ngung di€u tri do doc tinh.

Thoi gian séng thém bénh khong tién trién va sdng thém bénh toan bd

0.6

Ty 1é séng thém bénh khéng tién trién

0.0

Trung binh: 16,09+ 1,27 thang
Trung vi: 13,83 + 2, 38 thang

—séng thém

—+Swkign 1.0
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Ty 1 song thém toan bd
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Biéu d6 1. Puong cong Kaplan—Meier thoi gian PFS va OS
Nhén xét: Trung vi PFS: 16,1 + 1,3 thang, ngén nhét 3,4; dai nht 37,1 thang. Ti 18
PFS 1 nam: 54,5%; 2 ndm: 14,8%, 3 nam: 7,4%. Trung vi OS: 21,2 £+ 1,6 thang, ngan nhat
6,4; dai nhat: 44,7 théng Ti l¢ OS 1 nam: 79,0%; 2 nam: 25,5%; 3 nam: 14,6%.
Thoi gian song thém va cac yeu to lién quan dén két qua diéu tri
Bang 2. Thoi gian séng thém va cac yéu t6 lién quan dén két qua diéu tri

Trung binh STTB: 21,24 + 1,64 thang
Trung vi STTB: 19,03 = 1,41 thang

eeeeee
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Thei gian séng thém toan bd

TS | o | Tmeno [

Nhém tudi s = 8:;2; }2;3 0,584 ‘;“3‘6‘2 0,272
Hut thude 14 1C<?1 éﬁ; l(ﬁ): 0 }2;;) 0,744 ;}f ? 0,499
P PS> 3 (a7 5261 O e ] %%
Loai dot bién fgeé g{ ((‘;323)) gg} 0,048 féég 0,049
Téc dung phu da 1C<?1 5223(191):1 5 }f;g 0,004 ‘;‘25 0,033
T L= ooy e T
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Nhan xét: Cac yéu t6 nhu loai dot bién EGFR, tac dung phu da ¢ lién quan dén PFS
va OS. Sy khac biét co y nghia thdng ké véi p < 0,05. Cac yéu t6: nhom tudi, hat thude 14,
chi s6 toan trang (PS), loai TKIs trong nghién ctru chua thdy sy khac biét co y nghia thong
ké vé& PFS va OS cua thude TKIs (p > 0,05).

Phan tich da bién
Béng 3. Phan tich da bién

Yéu té PFS OS
HR | 95%ClI D HR [ 95%ClI D
Nhoém tudi (<65, >65) 1,21 0,67 -2,16 0,53 1.54 | 0,83-2,84 | 0,172
Hut thudc 14 (cd, khong) 0,84 | 043-1,63 | 0,605 | 0,77 | 0,39-1,52 | 0,447
PS (<2,>2) 1,78 | 0,89-3,54 | 0,101 1,26 0,63 -2,52 0,512

Loai dot bién (Del 19, L858R) 2,03 | 1,07-3,85 | 0,03 | 2,20 | 1,13-4,27 | 0,02
Tac dung phu da (cd, khong) 0,35 | 0,18-0,67 | 0,002 | 0,44 | 0,23-0,85 | 0,014
Loai TKIs (erlotinib, gefitinib) 0,70 | 0,38-1,30 | 0,259 1 0,92 | 0,49-1,72 | 0,80
Nhan xét: Loai dot bién va nhom tac dung phu da c6 lién quan doc lap dén PFS va
OS khi phan tich da bién. Sy khéc biét c6 ¥ nghia thong ké véi p < 0,05. Cac yéu té nhom
tudi, tinh trang hut thude 1, chi s6 toan trang va loai TKIs khong lién quan dén thoi gian
song thém p > 0,05.
IV. BAN LUAN
4.1. Pic diém 1am sang, cin 1Am sang

Tudi, giéi tinh: Tuoi trung binh 1a 63,6 = 10; nhom <65 tudi chiém 51,7% (43-95
tudi), tuong dong véi cac tac gia PO Mai Linh, Pham Mai Thuy Tién, Yang JJ [1], [2], [8].
Cac nghién clru vé hoa tri két qua twong ty, nhu tac gia Pham Vian Thai (58,8 10,3 va >50
tudi chiém 81,3%). Ti 1é nit/nam 1a 1,64/1 phu hop vé6i nghién ctru OPTIMAL cuing nhu déc
diém dot blen EGFR la thuong gap hon 6 nit, nguoi khong hut thube va quan thé chéu A 6.

Tién sir thude 1a: Ti 18 bénh nhan hat thude 14 13 31,0%, tuong tu mot sd nghién
ctru trudc nhu X-T. Zhang va IMPRESS. Do tiéu chuin lva chon 1a bénh nhén c6 dot bién
EGFR thudng gip & nir va ngudi khong hit thude nén ti 1¢ hut thude trong nghién ctru nay
thép hon so voi cac nghién ctru ung thu phoi noi chung [4], [5].

Chi s6 toan trang (ECOG-PS): Chi s toan trang PS 0-1 chiém 70,7%, PS 2-3
chiém 29,3%. O nhém PS >2, hoa tri it dugc chi dinh, cha yeu diéu tri giam nhe, trong khi
TKIs van c6 thé ap dung, thé hién wu thé cua diéu trj dich. Két qua nay tuong dong vdi cac
nghién ctru nhu Tanja (PS=2 1a 36,8%) va XT Zhang (PS 2 1a 22,4%, PS 34 14 §,1%) [4].

Triéu ching lam sang: Cac triéu ching lam sang thuong gip nhu dau ngyc
(65,5%), kho thd (53,4%) va ho khan (44,8%). Két qua tuong dong voi tac gia Nguyen
Thanh Hoa: ho khan (65,3%), khé thé (45,9%) va ho khac dom mau (16,3%), Nguyén Thi
Thai Hoa: ho khan 43,3%, dau tirc nguc 56,6%, kho tho 26,7%. Tac gia D6 Thi Phuong
Chung, thu’orng gip nhét 13 ho (96,5%), dau nguc (68,4%), kho tho (14%) [2], [3].

Dic diém cin lam sang: Giai doan T4 chiém 37,9%, va >T2 chiém 91,4%, tuong
d6ng véi cac nghién ciru ciia DS Mai Linh, Nguyén Thanh Hoa va Lé Thu Ha. Di cin thuong
gap 0 xuong (46,6%) va mang phéi (39,7%), véi 56,4% bénh nhan c6 >2 co quan di can.
Di cin hach thugng don chiém ti 18 cao nhat (53,4%), hach rén phdi dbi bén it gap (10,3%).
Két qua nay phu hop véi cac nghién ctru vé dot bién EGFR trong va ngoai nudc [2], [3].

Dot bién EGFR chu yéu 1a Del19 (60,4%) va L858R (36,2%). Két qua nay phu hop
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v6i nghién ciru PIONEER (d6t bién EGFR 64,2%, chii yéu Del19 va L858R). Nghién ctru
CEETAC, OPTIMAL thi del19 chiém wu thé [1], [4], [6].
4.2. Két qua diéu tri

Pap wng: Danh gia theo RECIST 1.1, ti 1€ dap tng toan bd (ORR) dat 75,8% (1,7%
dap tng hoan toan, 74,1% dap ing mot phan) va ti 1& kiém soat bénh (DCR) 1a 94,8%. Két
qua nay tuong duong cac thir nghiém 16n tai chdu A (ORR: 62—-83%, DCR >90%) [4], [5],
[6]. Nghién ctru CTONG-0901 cho thdy ORR twong duong giita erlotinib va gefitinib, trong
khi DCR cao hon & nhom dot bién exon 19. Cac nghién ciru trong nudc ciing ghi nhan két
qua tuong tu (ORR khoang 70%, DCR: 88,7-95,9%) [1], [9].

Thoi gian séng thém: Trung vi PFS dat 16,1 £ 1,3 thang (3,4-37,1 thang), tuong
duong hodc cao hon cac nghién ctru trong nudce (12—14,5 thang) va cac thur nghiém pha III tai
chau A nhu IPASS, NEJ002, WITOG3405 (9,2-10,8 thang véi gefitinib) va OPTIMAL,
ENSURE (11,0-13,1 thang vdi erlotinib) [4], [7], [10].

Trung vi OS dat 21,2 + 1,6 thang (6,4-44,7 thang), twong dong véi cac nghién ctru trong
nude va quic té (22—34 thang), trong d6 IPASS, NEJ002, WITOG3405 ghi nhan OS 27,7-34,8
thang véi gefitinib va OPTIMAL, ENSURE dat 22,8-26,3 thang véi erlotinib, nghién ctru
CTONG-0901 cho thay OS tuong dwong giita hai thudc [4], [6], [7].

Tac dung phu: Tac dung phu thuong gap nhit 13 ban da (65,5%) va tiéu chay
(31,1%), chu yéu d6 I-1I. Boc tinh nang (d6 III-IV) hiém gip, khong co truong hop phai
giam lidu hodc ngung diéu tri. Két qua twong tu cac nghién ciru trong va ngoai nudc, cho
thdy TKIs an toan va dé dung nap [4], [6].

Thoi gian sdng thém va cac yéu t6 lién quan

+ Nhém tudi: Nhom <65 va >65 tudi co PFS lan luot 16,75 va 15,39 thang, OS
22,46 va 19,65 thang, khac biét khong c6 y nghia thong ké. Két qua nay phu hop voi IPASS
(2009), NEJ0O02 (2010) va nghién ctru cua Pham VL (2021), cho thay tudi khong anh hudng
dang ké dén song con, bénh nhan 16n tudi van dat loi ich tuong tu khi diéu tri TKIs [4], [5].

+ Hut thudc 14: Trong nghién ciru nay, hiit thude 14 khong anh huong dén PFS (16,1
vs 15,98 thang) va OS (21,53 vs 21,11 thang; p>0,05). Tuy nhién, cac nghién ctru khac nhu
IPASS cho thiy bénh nhan khong hut thudc co dap ing va PFS tot hon, va phan tich gop
ciia Zhang W (2018) ciing ghi nhén hut thudc lién quan dén tién luong kém hon. Didu nay
goi ¥ hut thude van 14 yéu t6 tién luong bat loi [8].

+ Chi s6 toan trang (PS): Nhom PS <2 trong nghién ctru ¢6 PFS 16,7 thang va OS
22,05 thang, cao hon so véi nhom PS >2 (13,26 va 17,19 thang), khong ¥ nghia thong ké.
Céc nghién ctru WITOG3405, OPTIMAL, Nguyen KT, ciing ghi nhan PS t6t lién quan dén
tién luong tot hon, tuy nhién can mau 16n hon dé khang dinh [5], [6], [10].

+ Loai dot bién EGFR: Dot bién exon 19del cho két qua tot hon L858R vé ca PFS
(17,61 vs 13,01 thang) va OS (23,56 vs 16,69 thang), co ¥ nghia thong ké (p<0,05). Cac
nghién ctru OPTIMAL, CTONG-0901 va cac phan tich gdp khac ciing cho thay exon 19del
c6 tién lugng thuan lgi hon, véi OS dai hon khoang 6-10 thang [6], [8], [9].

+ Téac dung phu da: Bénh nhéan c6 ban da c6 PFS va OS cao hon rd rét so véi nhom
khong c6 ban da (18,16 so v6i 11,75 thang va 23,13 so véi 15,81 thang, p< 0,05). Két qua
nay phu hop véi nghién caru OPTIMAL (PFS la 14,7 so v6i 8,3 thang). Phan tich gop gom
24 nghién ctu, cho thiy ban da giup giam nguy co tién trién (HR=0,50) va tir vong
(HR=0,30). Céc nghién ctru tai Vi¢t Nam ciing ghi nhan tuong tu [6], [10].
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V.KET LUAN

Diéu tri bude mot béng TKIs thé hé 1 (gefitinib, erlotinib) & bénh nhén ung thu phdi

khong té bao nho giai doan tién xa cd dot bién EGFR cho hiéu qua cao, tang ti 1& dap ng
va kiém soat bénh, cai thién chit lugng sdng va kéo dai thoi gian séng thém; thude an toan,
dung nap tbt.
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