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KET QUA PIEU TRI BUG'C 1 BENH NHAN UNG THU’ PHOI
KHONG TE BAO NHO DI CAN €O POT BIEN EGFR BANG ERLOTINIB
TAI BENH VIEN UNG BUO'U NGHE AN

Nguyén Thi Thay My, Pham Cam Phuong?, Lé Chinh Dai’,
Nguyén Quang Trung!, Nguyén Khanh Toan!

TOM TAT

Muc tleu MG ta mdt s6 dic diém 14m sang, can
1am sang va danh gia dap u‘ng diéu tri erlotinib budc 1
tren bénh nhan ung thu phdi khong té bao nhd di can
cd dot bién EGFR tai bénh vién Ung budu Nghe An.
Doi tugng va phu‘dng phap nghién ciru: M6 ta hoi
ctru két hap tién ctu 74 benh nhan (BN) ung thu ph0|
khong t& bao nhd di cdn cé dét blen EGFR dugc diéu
tri bang erlotinib budc 1 tai Bénh vién Ung budu Nghe
An tir 01/2017 dén 31/05/2023. Két qua: Tubi mic
benh trung binh Ia 61,9 +£11,5; ty I& n{t/nam la 1,96/1.
Thé trang chu yeu ECOG 0 1 (78, 4%). Triéu chu‘ng
lam sang ch yéu la dau nguc va ho khan chiém
79,7% va 59,5% tucng u‘ng Ty 1€ di can 1 cd quan
chlem 55 4%, trong do co 51,4% di cin xuang,
43,2% di cdn mang phdi va 25, 7% di can ndo. Thai
gian dén khi that bai diéu tri vai "erlotinib trung binh la
13,8+8,7 thang Ty lé dap Lrng toan bd 75 7%, khong
gh| nhan dap ung hoan toan va ty Ié kiém soat bénh
dat 90,5%. S6 lugng cd quan di can, vi tri di can gan
va t|nh trang ndi ban da la yéu t6 I|en quan dén ty lé
dap u‘ng (p<0,05). K&t luan: Ung thu ph0| khong té
bao nhé giai doan i can c6 dac dlem ldam sang &
nhém tudi trung nién va ngudi I6n tudi, triéu cerng
chd yéu la dau nguc, ho khan. Diéu tri erlotlnlb budc 1
dem lai dap u‘ng diéu tri cao véi ty lé ddp (ing toan bd
dat 75,7% va ty 1& kiém soat bénh 90,5%.

Tlr khéda: ung thu phdi khong te bao nhd, EGFR,
erlotinib budc 1, TKIs.

SUMMARY

RESULT OF FIRST-LINE ERLOTINIB IN
EGFR MUTATION METASTATIC NON-SMALL
CELL LUNG CANCER PATIENTS AT NGHE AN

ONCOLOGY HOSPITAL

Objectives: Assessing the clinical and subclinical
features and results of first-line erlotinib in EGFR
mutation metastatic non-small cell lung cancer
patients at Nghe An Oncology Hospital. Methods:
Retrospective and prospective description of 74
patients with metastatic non-small cell lung cancer
EGFR activated mutation were diagnosed and treated
with first-line erlotinib at Nghe An Oncology Hospital
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from January 2017 to May 31, 2023. Results: Mean
age was 61.9 = 11.5, and female/male was 1.96/1.
The majority of performance status was ECOG 0-1
(78.4%). Chest pain and dry cough were the most
common clinical feature for 79.7% and 59.5%
respectively. The rate of oligometastatic (55.4%) and
including 51.4% bone, 43.2% pleural, and 25.7%
brain metastasic. The mean time to treatment failure
of erlotinibb was 13.848.7 months. The overall
response was 75.7% and the disease control rate was
90.5%. The number of metastatic organs, liver
metastases, and dermatologic adverse events are
factors related to the response rate (p<0.05).
Conclusions: Metastatic non-small cell lung cancer is
more prevalent in middle-aged and older people with
the common presentation of chest pain and dry cough.
First-line erlotinib in metastatic non-small cell lung
cancer EGFR with mutation high overall response rate,
accounted for 75.7% and high control disease, 90.5%.
Keywords: non-small cell lung cancer, EGFR,
first-line erlotinib, tyrosine kinase inhibitors (TKISs).

I. DAT VAN DE

Ung thu phéi (UTP) 1a mdt bénh Iy &c tinh va
nguyén nhan hang dau gay tir vong do ung thu
trén toan thé gidi. Theo GLOBOCAN 2020, trén
th€ gidi c6 khoang 2.2 triéu ca UTP mac mdi
(chim 11.4%) va 1.8 triéu ca (chiém 18.0%) tir
vong do UTPL, Tai Viét Nam, UTP dirng hang th(r
hai, sau ung thu gan ca vé ty 1&é mac va tir vong
& hai gigi. Ung thu phéi khéng t€ bao nho
(UTPKTBN) chiém 85-90 % trong tdng s6 UTP2,
M3c du cd nhiéu tién bd v& chdn doan UTP
nhung phan I16n bénh nhan phat hién bénh & giai
doan da di can. Lua chon diéu tri cht yéu la cac
thubc nhdm tring dich tyrosine kinase d&i vdi
nhitng bénh nhan cé dot bién gen EGFR & giai
doan nay. Hién nay & Viét Nam co 3 thé hé thudc
rc ché tyrosine kinase (TKIs) dugc dua vao diéu
tri nhung vi diéu kién kinh té nén su ti€p can cua
bénh nhan vai thudc th€ hé 3 (Osimertinib) con
nhiéu han ché va uu tién van la cac thudc thé hé
1, trong do Erlotinib la thuGc dugc sir dung kha
phé bién.

Tai Bénh vién Ung budu Nghé An da ap
dung diéu tri budc 1 erlotinib trén bénh nhan
ung thu phéi khéng té€ bao nho giai doan di cin
c6 dot bién EGFR véi s6 lugng du Ién. Vi vay,
chdng toi tién hanh nghién cltu v&i 2 muc tiéu:

1. M6 t3 mét sé dac diém 15m sang, can Idm
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sang bénh nhén ung thu’ phéi khdng té bao nhé
di can co dot bién EGFR tai bénh vién Ung butu
Nghé An.

2. Panh gid dap ung diéu tri erlotinib buoc 1
trén nhom bénh nhén nghién cuu.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién clru: 74 bénh nhan
chan doan xac dinh UTPKTBN di cdn cé dot bién
EGFR va dudc diéu tri erlotinib budc 1 tai bénh
vién Ung budu Nghé An tur 01/2017 dén
31/05/2023.

Tiéu chuén lua chon

- TuGi: > 18 tudi.

- Chan doan xac dinh UTPKTBN bi€u md
tuyén di c&n (ndo, xuong, gan, phdi d6i bén,
tuyén thugng thén, dich mang phéi, dich mang
tim,...) theo AJCC 2017.

- C6 dot bién gen EGFR exon 19 hodc L858R
exon 21.

- Thé trang PS 0 — 2.

- Diéu tri budc 1 bang erlotinib.

- C6 tén thuang dich d€ danh giad dap Ung
theo tiéu chudn RECIST 1.1.

- C6 day du thong tin nghién ciru trong ho
sd bénh an.

- Chap nhan tham gia nghién cuu.

Tiéu chudn loai tru’

- BN UTPKTBN khéng cé dét bién EGFR hosc
cd dot bién loai hiEm gdp (exon 18, exon 20)
hodc dot bién kép (T790M).

- Méc ung thu thr 2. 3

- BN di ing véi thudc, qua man vdi cac
thanh phan cua thudc.

- BN bo d& diéu tri khong vi ly do chuyén
mon (khi bénh chua tién trién va khéng cb tac
dung phu tram trong) hay tUr chdi hgp tac, khong
theo doi dugc, TDKMM.

- Phu nif co thai va cho con bu.

2.2, Phuong phap nghién ciru: Nghién
ctu mo ta ho6i clu két hop tién cldu. C& mau
thuan tién.

2.3. Quy trinh nghién ciru:

- Budc 1: Thu thdp théng tin BN truoc
diéu tri: Khai thac tién sir va bénh sir, danh gia
chi s toan trang ECOG, triéu chifng Iam sang va
can lam sang.

- Budc 2: Diéu tri erlotinib: ThuGc
erlotinib 150mg, liéu lugng 150mg/ngay, dudng
udng, udng lién tuc ngay 1 [an cho dén khi bénh
tién trién rd rét trén 1dm sang va chan doan hinh
anh hay cé tdc dung phu ndng. U6ng 1 ti€éng
trudc an hodc sau an 2 ti€éng, khong hit thudc 1a
trong thai gian udng thudc.
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- Budc 3: Panh gia két qua diéu tri:

+ Danh gid ddp (ng theo tiéu chudn RECIST
1.1: Kham lam sang, xét nghiém mau 1 thang 1
lan hodc khi BN c6 triéu ching lam sang bat
thuding. Xét nghiém chan doan hinh anh sau moi
3 dot diéu tri hoac khi BN cd triéu ching lam
sang bat thudng.

+ Panh gia ddc tinh theo tiéu chuén CTCAE 5.0.

2.4. X ly sd liéu: Bang phan mém SPSS
20.0 vdi cac thuat toan thong ké: trung binh, do
léch chudn, gid tri min, max. SU dung test so
sanh x?, cd y nghia théng ké vé&i p < 0,05. Trong
trudng hgp mau nho hon 5 thi st dung test x? cé
hiéu chinh Fisher.

2.5. Pao dic nghién clru: Nghién clu
dugc thong qua Ho6i dong dao dirc nghién ctu y
sinh hoc TruGng Pai hoc Y Ha Nai.

Il. KET QUA NGHIEN cUU

3.1. Mot s6 dic diém 1am sang, can l1am
sang doi tuogng nghién ciru

3.1.1. Tuébi va gidi

50.0

Biéu do 3.1. Biéu dé nhom tudi
Nhdn xét: Tudi trung binh 1a 61,9 +11,5.
D0 tudi gdp nhiéu nhat tir 51 dén 70 tudi chiém
55,4%. Trong 74 BN c6 25 nam (33,8%) va 49
nir (66,2%), ty & nlt/nam la 1,96/1.
3.1.2. Bic diém triéu chiang I3m sang
Bang 3.1. Triéu chirng Iam sang thuong gap

m 51-70 >70

. S6 BN [Ty Ié
Triéu chirng (n=74)| %
A , Ho khan 44 |59,5
Tricy ching Kh tha 35 (47,3
P |Ho khac dom Bn mau| 12 |16,2
Triéu ching Pau nguc 59 79,7
do chén ép Nubt nghen 1 1,4
va xam lan Khan ti€éng 2 2,7
Hoi chirng tang ap luc 0 0
Triéu noi SO
chirng, hoi | HOi chiing than kinh
ching than khu trd 12116,
kinh Khong cé triéu ching
than kinh 62 |838
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Triéu chifng Mét moi, chan an 25 [33,8
toan than Gasyaiut 159 265,87

Nhan xét: Cac triéu chiing dau nguc, ho
khan va khd théd la cac triéu chirng hay gap nhét,
chiém lan lugt la 79,7%, 59,5% va 47,3%.

3.1.3. Chi sé toan trang. Chi s6 toan trang
PS = 0-1 chiém 78,4%. C6 21,6% bénh nhan cd
chi s6 PS = 2.

3.1.4. Tinh trang di can xa

Bang 3.2. Vi tri di can xa va sé luong co
quan di can

n | Ty lé (%)
Phoi d6i bén | 16 21,6
Nao 19 25,7
_ Xuong 38 514
il Gan | 4 5.4
Thugng than 2 2,7
Di can mang phoi | 32 43,2
Di can khac 6 8,1
S6 lugng co| Dicdn 1 cd quan | 41 55,4
quan di cdn|Di can >2 cd quan| 33 44,6

Nhan xét: Trong sO cac vi tri di can, di can
xuong, di cdn mang phéi va di cdn phéi ddi bén
la hay gap, chiém lan lugt 51,4%, 43,2% va
21,6%. C6 19 BN di can nado trudc diéu tri chiém
25,7%. Ty Ié di can 1 cd quan chiém 55,4%.

3.1.5. Tinh trang dot bién gen EGFR

Bang 3.4. Cac phuong phap diéu tri

phéi hop
Diau tri phoi hap | S6 BN | Ty 18 (%)
Xa tri toan nao 4 5,4
Thuoc chong hlly xudng 32 43,2
Choc dich mang phéi 17 23
Giam dau bang thudc 31 41,9

Nhadn xét: Xa tri toan n3o 4/19 BN di can
ndo chiém 5,4% tdng s8 bénh nhan. Ty 1é bénh
nhan dung thudc chéng hady xuong va giam dau
ho trg la 43,2% va 41,9%.

3.2.2. bap irng diéu tri

Ty € dap Ung cd ndng

8.1%
B Khong con triéu climg
B Cai thién

Giit nguyén
® Ning hon

Biéu dé 3.2. Pap ting co ning
Nhan xét: Hau hét bénh nhan khong con
hoac cai thién cac triéu chirng cg ndng sau diéu
tri chiém 87,8%, c6 4,1% cam thay tinh trang
nang hon.
Bang 3.5. Pap urng khach quan

Bang 3.3. Xét nghiém dot bién gen EGFR Pap (rng S6 BN (n=74) [Ty Ié (%)
SOBN |Tylé Pap Ung hoan toan 0 0
(n=74) | (%) Dap U’ng mét phan 56 75,7
Tai u 49 66,2 Bénh gilf nguyén 11 14,8
Vi tri Tai hach 6 8,1 Bénh tién trién 7 9,5
Co quan di can 19 25,7 Nhan xét: Khong c6 bénh nhan nao dap
Tinh trang dot| Exon Del 19 45 60,8 (rng hoan toan. C6 75,7% trudng hgp dat dap
bién EGFR |[L858R exon 21| 29 39,2 ('ng mot phan, 9,5% bénh nhan tién trién. Ty I&

Nhdn xét: Phan I6n bénh nhan dugc xét
nghiém dot bién gen trén khoGi u nguyén phat,
chiém 66,2%. POt bién exon 19 chiém 60,8% va
exon 21 chiém ty 1€ 39,2%.

3.2. Két qua diéu tri

3.2.1. Pac diém vé phuong phap diéu
tri. Thoi gian dén khi that bai diéu tri (TTF)
trung binh: 13,8 + 8,7 thang (thdp nhat 1,8
thang va dai nhat 40,7 thang).

kiém soat bénh dat 90,5%.
Bang 3.6. Pap ung tai ndo

Pap 'ng tai nao |S6 BN (n=19)| Ty lé (%)
C4 dap Ung 12 63,2
Gilr nguyén 3 15,8

Tién trién 4 21,1

Nhdn xét: Ty 1€ bénh nhan dap Ung tai ndo
chiém 63,2% va ¢ 21,1% trudng hdp ti€n trién
tai ndo.

Bang 3.7. Lién quan giiia dap irng khach quan vdi vi tri di can va sé luong di can

inh trang dap irng  Khong dap (rng Pap rng Tong
Vi tri di can n % n % n % P
| o Khong 8 19 34 81 42 100
Mang phoi Co 10 | 31,2 | 22 | 688 | 32 | 1oo | 9%
R Khong 14 24,1 44 75,9 58 100
Phoi doi ben Co 4 25 | 12 | 75 | 16 | 100 1
Nao Khong 14 25,5 41 74,5 55 100 1
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5 3 211 | 15 | 780 | 19 | 100
Khéng 7 194 | 20 | 80,6 | 36 | 100
Xu'ong 5 11 289 | 27 | 711 | 38 | 100 | 3%
Khéng 15 214 | 55 | 786 | 70 | 100
Gan @) 3 75 1 25 4 100 | 0,042
- Khéng 17 236 | 55 | 764 | 72 | 100
Thugng than o 1 50 1 50 7 100 | 0%
S0 lugng co quan | 1 cg quan 5 12,2 36 87,8 41 100 0.007
dican (n=74) (> 2 cd quan 13 39,4 20 60,6 33 100 !

Nhan xét: Vi tri di can gan va s0 lugng cc quan di can cé mdi lién quan véi ty 1é dap Ung, su

khac biét cé y nghia thong ké véi p < 0,05.

Bang 3.8. Lién quan dap ung khach quan voi mot sé' yéu té khac

inh trang dap rng| Khong dap {rng Pap Urng Tong
Yéu to n % n % n % P
Nam 7 28 18 72 25 | 100
Gidi (n=74) NG 11 22,4 38 | 776 | 49 | 100 | 0%
” <65 8 19 34 81 42 [ 100
Tuoi (n=74) >65 10 31,2 22 [ 688 | 32 | 100 | 922
Tién str hut thudc|  Khong i3 25 39 75 52 | 100 | {g35
(n=74) 6 5 22,7 17 | 773 ] 22 | 100 | %
Dot bién gen Exon 19 9 20 36 80 45 100 0.28
EGFR (n=74) | Exon 21 9 31 20 69 20| 100 '
Tinh trang noi Khong 12 46,2 14 53,8 26 100 | 4 001
ban da (n=74) 6 6 12.5 2 [ 875 48 | 100 ] ¥

Nhan xét: Ty 1é dap ing cia nhom cé tinh
trang ndi ban da la cao han nhédm khdng c6 tac
dung phu nay, su khac biét la c6 y nghia thong
ké véi p = 0,001.

IV. BAN LUAN

4.1. Mot sd dic diém 1am sang, cin 1am
sang. Tubi mac bénh trung binh Ia 61,9 + 11,5
tudi (cao nhat la 82 va thdp nhéat 13 28 tudi). Pd
tudi g3p nhiéu nhat tir 51 dén 70 tudi (chiém
55,4%). Day la do tudi cd nguy cd mac UTP cao
theo y van va nhiéu nghién cliu trén thé gidi.
Ngoai ra, ty 1& méc ung thu phéi chung clia nam
cao hon nit, ty Ié nam/nif dao dong 2,5-4/13.
Tuy nhién, trong nghién ctu clia chung t6i s6
bénh nhan nit nhiéu gan gap doi nam gidi, ty 1€
nii/nam 1a 1,96/1. Piéu nay co thé ly giai do ty Ié
dot bién gen EGFR trén bénh nhan nir cao hon
nam, nhat la & nhém bénh nhan nir khong hut
thu6c va phé bién tai cac nudc chdu A. Pay
chinh & diém khac biét cia nhdm bénh nhan
trong nghién clfu clia ching to6i so vdi nhdm ung
thu phdi néi chung.

Cac triéu chirng hay gap nhat la dau nguc
(79,7%), ho khan (59,5%) va kh6 thé (47,3%)
v@i da s6 bénh nhan ¢ chi s6 ECOG 0-1 chiém
78,4%. Két qua nay cling tuang dong vdi cac
nghién ctru cla tac gia khac*®. Trong s6 cac vi
tri di c&n, di c&n xuong, mang phdi va phdi déi
bén la hay gap, chiém [an lugt 51,4%, 43,2% va
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21,6%. C6 19 bénh nhan di can nao trudc diéu
tri chiém 25,7%. Di can tuyén thugng than va
gan it gdp han. Két qua nay cling phu hdp véi
nghién clru cta Lé Thu Ha (2017) va B0 Hung
Kién (2020)*>.

Trong nghién ctfu phan I8n bénh nhan dugc
xét nghiém dot bi€én gen trén khdi u nguyén
phat, chiém 66,2%. Ty Ié dot bién gen & exon 19
(60,8%) cao han L858R exon 21 (39,2%). Két
qua nay ciing tuong tu vdi_nhiéu nghién clu
trong va ngoai nudc. Theo DO Hung Kién (2020)
ghi nhan ty 1& lan lugt la_50,7% va 49,3%>.
Nghién cru EURTAC (Chau Au) dot bién exon 19
chiém 66% va L858R exon 21 chiém 34%, hay
tac gia Zhou C. (Trung Qudc) ty 1€ nay lan lugt la
52% va 48%°%7.

4.2. Panh gia dap ng diéu tri. Phan I6n
bénh nhan khéng con hodc cai thién cac triéu
chirng cd nang sau diéu tri chiém 87,8%; 8,1%
trudng hop bénh gilt nguyén va 4,1% bénh nhan
cam thay nang lén. V& dap Ung khach quan, co
75,7% trudng hgp dat dap Ung 1 phan, 9,5% BN
tién trién. Ty 1& kiém sodt bénh (dap (ng hoan
toan, dap ing mot phan va bénh gilr nguyén)
dat 90,5%. Ty |é dap Ung tai ndo chiém 63,2%.
Két qua nay_cling phu hgp vai cac nghién clu
khac nhu Do Hung Kién (2020) ty 1€ dap (ng
toan b dat 75,5% va ty 1& kiém sodt bénh
95,9%>. Nghién clru EURTAC (Chau Au) cua
Rosell R. cho thay ty Ié dap Ung hoan toan la
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3%, dap Ung 1 phan la 61%?°. Theo tac gia Zhou
C. cling ghi nhan ty Ié dap ('ng toan b0 83%,
trong dé 2% BN cé dap ng hoan toan va ty |é
ki€ém soéat bénh cao chiém 96%/.

Khi phan tich m6i tuong quan giita ty 1€ dap
Ung va vi tri di can, s6 lugng cd quan di can ta
thay vi tri di can gan va s6 lugng cd quan di can
co lién quan vdi ty 1€ dap Ung, su khac biét cd y
nghia thong ké véi p < 0,05. Khi danh gia ty 1€
dap Ung véi mot s6 yéu td nhu: tudi, gidi, tién sir
hat thudc, loai dot bién gen, tinh trang ndi ban
da ta thdy nhdm bénh nhan c6 tinh trang ndi ban
da co ty |1é dap ’ng cao han nhém khoéng cé tac
dung phu nay va su khac biét la cé y nghia
thong ké véi p = 0,001, cac yéu t6 khac chua tim
thdy su khac biét. Phan tich tdng hop gém 24
nghién clu vé mdi lién quan gilta doc tinh ndi
ban da va ty Ié dap Ung cua thudc TKIs thé hé 1
G bénh nhan UTPKTBN c6 dét bién EGFR cho
thdy ty 1é ddp ('ng & nhom ndi ban da 1a 42%
cao hon nhém khdng ndi ban la 7% véi p <
0,000018,

V. KET LUAN

Qua nghién cru chdng téi thdy bénh nhan
ung thu phéi khdng t€ bao nhd giai doan di cin
cé dot bién EGFR cd tudi mac bénh trung binh 1a
61,9 +11,5; ty 1& nit/nam 13 1,96/1. Thé trang
chi yéu ECOG 0-1 (78,4%). Triéu ching lam
sang chi yéu la dau nguc va ho khan chiém
79,7% va 59,5%. Ty Ié di can 1 cd quan chiém
55,4%, trong dé c6 51,4% di can xuong, 43,2%
di c&n mang phaéi va 25,7% di cdn ndo. Thdi gian
dén khi that bai diéu tri véi erlotinib trung binh la
13,8+8,7 thang. Diéu tri erlotinib budc 1 dem lai
dap Ung diéu tri cao vdi ty 1€ dap Ung toan bo
dat 75,7% va kiém soat bénh dat 90,5%. S6
lugng cd quan di can, vi tri di can gan va tinh

trang néi ban da 1a yéu t8 lién quan dén ty 1é
dap Ung (p<0,05).
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PAC PIEM HINH ANH CAT LOP VI TINH DA DAY
CHAN THU'ONG GAN TAI BENH VIEN VIET PU’C

TOM TAT

1Bénh vién Hitu nghi Viét Buc

2Truong Bai hoc Y Duoc - Pai hoc Qudc gia Ha Noi
Chiu trach nhiém chinh: Nguyen Dinh Minh

Email: minhdr24@gmail.com

Ngay nhan bai: 9.6.2023

Ngay phan bién khoa hoc: 11.8.2023

Ngay duyét bai: 21.8.2023

Nguyén Pinh Minh', Nguyén Thu Thio?

Muc tiéu: nghién cu dic diém hinh anh cat 16p
vi tinh da day (CLVT) chan thuong gan (CTG) tai bénh
vién Viét Dic. Poi tugng va phuong phap: Nghién
clru mé ta cat ngang cac bénh nhan (BN) chan thuong
gan dugc chup CLVT tai Bénh V|en V|et buc trong
thang 3 va thang 4/2023. Két qua: gom 95 BN (75
nam). Tudi ‘trung binh la 36,2 + 15,95 tudi (tir 10 tudi
dén 73 tu0|) Nguyen nhan do tai nan giao thong la
hay gap nhat chiém 78% (74/95 BN). Trén CLVT, tén
thuong hay gap la dung dap nhu mo6 gan vdéi 71 ,6%
(68/95 BN) trong dé 0 dung dap nho <25% thly gan
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