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ABSTRACT

Advanced non-small cell lung cancer (NSCLC) with EGFR (Epidermal Growth Factor
Receptor) mutations shows high efficacy with EGFR TKIs (Tyrosine Kinase Inhibitors) in
terms of progression-free survival (PFS) and disease control rate (DCR) compared to standard
chemotherapy.

Objective: To evaluate the response rate of afatinib in first-line treatment for advanced NSCLC
(stage IIIC, IV) with EGFR mutations and its adverse effects.

Methods: A retrospective descriptive study of 16 patients with advanced non-small cell lung
cancer with EGFR mutations treated with afatinib as first-line therapy at Thong Nhat Hospital
from January 1, 2018 to July 31, 2022.

Results: The average age was 66 years (66.06 + 12.81), with the oldest patient being 88 years
old and the youngest being 45 years old. Female patients accounted for a higher percentage
compared to male patients, with rates of 75% and 25%, respectively. The complete response
(CR) rate was 12.5%, partial response (PR) was 50%, stable disease (SD) was 31.3%, and
progressive disease (PD) was 6.3%. The disease control rate (DCR) was 93.8%, with a median
PFES of 23 months and a median overall survival (OS) of 38 months. Common adverse effects
included rash (100%), diarrhea (93.8%), paronychia (87.5%), and stomatitis (87.5%). No grade
3 or 4 adverse effects were observed.

Conclusion: Afatinib provides a high response rate in patients with advanced non-small cell
lung cancer with EGFR mutations sensitive to TKIs. Adverse effects can be controlled.
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TOM TAT
Ung thu phdi khong t& bao nho (UTPKTBN) giai doan tlen xa c6 dot bién EGFR
(Epidermal Growth Factor Receptor) ¢6 hi¢u qua cao voi diéu tri bang EGFR TKIs (Tyrosine
Kinase Inhibitor) ca vé sdng thém khong bénh tién trién (PFS) va ti 1é kiém soat bénh (DCR)
s0 v6i héa tri chuan.

Muyc tiéu: Danh gid ty 1¢ dp tng cla afatinib trong diéu tri buéc mt ung thu phoi khong €
bao nho (UTPKTBN) giai doan tién xa (giai doan IIIC, IV) c6 dot bién EGFR va céc tac dung
khong mong muodn.

Poi tugng va phu’(rng phap: Nghlen cuu ho1 clru md ta loat ca voi 16 bénh nhan ung thu phéi
khong té bao nho giai doan tién xa c6 dot bién EGFR dugc diéu tri bude mot bang afatinib tai
Bénh vién Thong Nhit tir 01/01/2018 dén 31/07/2022.

Két qua: Tudi trung binh la 66 tudi (66,06 + 12,81), cao nhat 1a 88 tudi va thap nhat 13 45 tudi.
Bénh nhan nit chiém ty 1¢ cao hon nam lan luot 14 75% va 25%. Ty 1€ dap tmg hoan toan (CR)
1a 12,5%, dap ing mot phan (PR) 1a 50%, bénh 6n dinh (SD) 1a 31 ,3%, bénh tién trién (PD) 1a
6 3% Ty 1¢ kiém soét bénh (DCR) 14 93,7%, thoi gian khong bénh tién trién (PFS) trung binh 1a
23 thang va thoi gian song con toan bo (OS) trung binh la 38 thang. Cac tac dung khong mong
muodn thuorng gdp bao gdbm phat ban (100%), ti€u chay (93,8%), viém quanh mong (87,5%),
viém miéng (87,5%). Khong gap tac dung khong mong muon d¢ 3 hodc 4.

Ket lufn: Afatinib cho ty 1¢ dap Gmg cao ¢ bénh nhan ung thu ph01 khong té bao nho giai doan
tién xa c6 dot bién EGFR nhay TKIs. Tac dung khéng mong mubn c6 thé kiém soat duoc.

Tir khéa: Ung thu phoi khong té bao nho giai doan tién xa, dot bién gen EGFR, afatinib.

1. PAT VAN PE

Ung thu phdi khéng té bao nho (UTPKTBN) la mot
trong nhiig bénh ly 4c tinh c6 ty 1¢ mac méi va ty 1€ tir
vong cao nhat trén thé glOl Tai Viét Nam, ung thu phéi
chiém khoang 14,4% tong s6 ung thu va la nguyén nhan
gdy tir vong hang dau véi 19,4% tong s ca tir vong do
ung thu [1], trong d6 UTPKTBN chiém 80-85% tong so
ca ung thu phdi [2], thuong tién trién am thim va dén
khi phat hi¢n thuong da ¢ giai doan tién xa véi di cin
xa chiém dén 80% ¢ Viét Nam.

V6i su phat trién ciia cac phuong phap dleu tri nham
tring dich dua trén cac dot bién gen, viée dleu tri ung
thu phoi giai doan tién xa di c6 nhiing tién by dang

*Tac gia lién h¢

ké. Pic biét, cac thude trc ché tyrosine kinase (TKIs)
nhim vao EGFR (Epldermal Growth Factor Receptor)
d3 cho thiy hiéu qua vuot tri so voi hoa tri chuan [3-6].
Afatinib, mot EGFR TKIs thé h¢ thwr hai, da duoc chu’ng
minh ¢¢ hi¢u qua cao trong diéu tri ung thu phéi giai
doan tién xa c6 dot bién EGFR qua cac thir nghiém 1am
sang nhu LUX-LUNG 3, 6, 7[6-8].

Tai Bénh vién Thong Nhat, afatinib da duoc str dung
diéu tri cho bénh nhén ung thu phoi khong té bao nho
giai doan tién xa c6 dot bién EGFR tir nim 2018. Chung
t6i tién hanh nghién clru nay nham Danh gia hiu qua
ctia afatinib trong diéu tri budc mot ung thu phdi khong
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té bao nho giai doan tién xa co dot bién EGFR tai bénh
vién Thong Nhit v6i cac muyc tiéu:

1. Panh gia ti I¢ dap vung cua Afatinib trong diéu tri
buoc 1 UTPKTBN giai doan tién xa (giai doan IIIC,
IV) ¢6 dét bién EGFR.

2. Pdnh gid cdc tic dung khéng mong muon
cua afatinib.

2.POI TUQONG VA PHUONG PHAP NGHIEN CUU
2.1. Thoi gian va dia diém

Nghién ctru dugc thuc hién tai Khoa Ung budu, Bénh
vién Thong Nhat ttr 01/01/2018 dén 31/07/2022.

2.2. P6i twong nghién ciru
2.2.1. Tiéu chudn lwa chon:

- Bénh nhén dugc chan doan ung thu phdi khong té bao
nho giai doan tién xa c6 dot bicn EGFR.

- Coxétnghiém dotbién EGFR nhay thude TKIs (Del19,
L858R hodc cac dot bién hiém G719X, L861Q, S768I).

- Chi s6 toan trang ECOG: 0-2.

- Chua diéu trj héa chit hodc cac thubc nhidm tring
dich khac.

- C6 ton thuong dich danh gia duoc theo tiéu chuin
RECIST.

- Pugc diéu tri bang Afatinib véi lidu 30mg hoic 40mg
hang ngay.

2.2.2. Tiéu chudn loai trir:
- Bénh nhan di duoc diéu trj dac hiéu trude do.

- Bénh nhan méc ung thu thi hai dugc chin doan xac
dinh.

2.3. Co mau va cach chon mau

Chon mau thuén tién, bao gém tat ca bénh nhan du tiéu
chuan duoc diéu tri tai Khoa Ung budu tir 01/01/2018
dén 31/07/2022. Trén thuc té dd chon dugc 16 bénh
nhén dt tiéu chuan.

2.4. Phuwong phap nghién ciru

Nghién ctru hdi ctiru mo ta loat ca.

2.5. Céch thirc tién hanh

- Thu thap dir liéu dua vao bénh an nghién ctu.

- Ghi nhan cac tri€u ching 1am sang va can lam sang.

- Ghi nhén liéu afatinib, két qua diéu trj va tc dung
khong mong muon.

- Xt Iy di lidu.

2.6. Bién so va chi so nghién ciru

- Dic diém bénh nhan: Tudi, gidi tinh, tinh trang dot
bién gen.

- Két qua diéu tri: Thoi gian PFS, OS, ty 1€ dap ung
khach quan, ty 18 kiém soat bénh, 11eu tac dung khong
mong muon.

+ PFS (Progression-Free Survival - Thoi glan song
khong bénh tién trlen) la khoang thoi gian ma bénh
nhén con song tir luc bat dau diéu tri cho dén khi bénh
tién trién hodc tir vong do bat ky nguyén nhan nao ma
khong c6 dau hiéu bénh tién trién.

+ OS (Overall Survival - Thoi gian song toan bg) la
khoang thoi gian tur khi bat dau diéu tri cho dén khi bénh
nhan tir vong do bat ky nguyén nhan nao.

+ Danh gia dap tng theo tiéu chuan RECIST 2.1 (The
Response Evaluation Criteria in Solid Tumors 2.1)

* Pap tng hoan toan (Complete Response - CR) khi
tong kich thugce ton thuong dich giam 100% so v6i ton
thuong ban dau.

* Déap tng mot phan (Partial Response PR) khi tong
kich thudc ton thuong dich giam trén 30%.

* Bénh 6 6n dinh (Stable Disease - SD) khi tong kich
thude ton thuong dich gidm dudi 30% hoac tang dudi
20%.

* Bénh tién trlen (Progressive Disease — PD) khi tong
kich thuge t6n thuong dich tang trén 20% ton thuong
ban d4u hodc xuat hién ton thuong moi.

* Ty 1€ dap tng khach quan ORR (Objective Response
Rate) 1a tong ty 1€ bénh dap tmg hoan toan va dap ng
mot phan.

* Ty 1¢ kiém soat bénh DCR (Disease Control Rate)

la tong ty 1& dap mg hoan toan, dap tmg mot phan va
bénh 6n dinh.

- Cac chi sd, bién s6 nghién ctu vé doc tinh dugc phan
loai dua trén tiéu chuan CTCEA3.0 (the Common
Terminology Criteria for Adverse Events 3.0)

2.7. Phan tich va xir Iy s6 liéu
- S6 liéu dugc nhap, ma hoa va xir Iy bang phan mém

SPSS 20.0.

- Céc bién sb dinh tinh dugc trinh bay dudi dang tan sb
va ti 1& phan tram.

- Panh gia dap tng dua trén tiéu chudn danh gia dap
tng u dac RECIST 2.1. Xac dinh ti 1€ dap ung (dap tmg
hoan toan, dap tmg mot phan, bénh 6n dinh) bang ti 18
phan tram.

- Panh gia tac dung phu khéng mong mudn theo tiéu
chuan CTCEA3.0. Cac tac dung phu khong mong mudn
dugc trinh bay dudi dang tan s va ti 1& phan trim

2.8. Pao dirc nghién ciru
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- Nghién ciru da duoc thong qua hoi dong dao dirc Bénh
vién Thong Nhat.

- Bam bao bao mét thong tin bénh nhan va chi st dung
dir liéu cho muyc dich nghién ctru.

3. KET QUA NGHIEN CUU
3.1. Pic diém dbi twong nghién ciru

Trong thoi gian tur 01{01/2018 (lié’n 30/07/2022, c6 16
bénh nhan Ung thu phoi khong t€ bao nho giai doan tién
trién duoc diéu tri budc mot véi afatinib.

3.1.1. Tuéi

Bang 1. Phan b6 nhém tudi ciia dbi twong nghién

ctru (n=16)
Nhém tudi Sl‘;’lll“’(‘-;‘)g TV 18 (%)
<45 1 6,2
46 - 65 7 438
66 - 85 7 43,8
~85 1 6,2

Tudi trung binh 14 66 tudi (66,06 + 12,81), cao nhat la
88 tudi va thap nhat 1a 45 tudi. Theo Bang 1, nhom tudi
46-65 va nhom 66-85 1a chiém ty 1¢ cao nhat (43,8%).

3.1.2. Gidi tinh

“nt =nam

Biéu do 1. Phan b ty 18 doi twong
nghién ciru theo gidi tinh
Theo Biéu db 1, phan bé ty 1& dbi twong nghién ctru theo
gidi tinh, bénh nhan nir chiém ty 1€ cao hon bénh nhan
nam lan luot 1a 75% va 25%
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3.1.3. Giai doan

Trong 16 bénh nhan khao sat, 100% bénh nhan ¢ giai
doan IV. Trong d6 c6 1 truong hop bénh nhan di can
ndo (6,3%). Theo Bang 2, nhdm bénh nhan ¢6 tinh trang
budu T3 chiém ty 1¢ cao nhét 1a 43,8% va thip nhat &
nhom bénh nhan c¢6 tinh trang budu T1 (12,5%).

Bang 2. Phan bo dbi twong nghién ciru theo
kich thwéc buwéu T (n=16)

T S6 bé(nl\lll)nhﬁn TV 1 (%)
T1 2 12,5
T2 4 25
T3 7 43,8
T4 3 18,7

N0 mNI mN2 =mN3

Biéu do 2. Phan b ty 1é d6i twong nghién ctru
theo tinh trang di cidn hach N

Theo biéu d6 2, nhom bénh nhén c6 tinh trang di can
hach N2 chlem ty 1& cao nhat (50%) va thap nhét &
nhom bénh nhan N3 (6,3%).

3.1.4. Logi dgt bién EGFR
Bang 3. Phan b dbi _twgng nghién ciru

theo dot bién EGFR
Dot bién EGFR S6 BN (N) Ty 18 (%)
Del 19 4 25
L858R 9 56,3
G719 exon 18 2 12,5
S768L 1 6,3

Theo bang 3 phan 16n bénh nhén c6 dot bién thuong gap
1a L858R chiém ty 1¢ 56 ,3% va dot bién Del 19 14 25%.
Ty 1¢ bénh nhan c6 dot bién hiém 1a 18,5% (hai bénh
nhan dot bién G719 exon 18 va mot bénh nhan S768L
chiém ty 1€ lan luot1a 12,5 va 6 ,3%).
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3.2. Panh gia dap ing sau 3 thang

60%
50%
50%
40% B Dap tng hoan toan
2000 31.3% mDép ung 1 phén
() .
Bénh on dinh
20% ® Bénh tién trién
12.5%
10% - 0.2%
o | N

Biéu @0 3. Panh gia ty 1¢ dap ng ciia bénh nhan véi afatinib

Tai thoi diém sau 03 thang diéu tri afatinib, ty 18 dap tmg khach quan (ORR) 12 62,5%, ty 1€ kiém soat bénh (DCR)
1a 93,8% trong doty I¢ dap Umg hoan toan (CR) dat 12,5%, ddp ung mot phan dat (PR) 50%, bénh 6n dinh (SD)
dat 31,3% va bénh tién trién (PD) chiém 6,2%. (biéu do 3).

60%

53.9%
50%
40% B Dap tng hoan toan
0% ®Dap tmg | phan
(] :
= Bénh 6n dinh

20% = Bénh tién trién
10%

0%

Biéu d6 4. Panh gia ty 1¢ dap ng ciia bénh nhan ddt bién thwong gip véi afatinib
3.3. Thoi gian song thém khong bénh tién trién (PFS)

Kaplan-Meier survival estimate

0.75 1.00
L L

0.50
L

0.25
L

0.00
1

0 10 20 30 40 50
analysis time

Biéu d6 5. Thoi gian séng thém khong bénh tién trién (PFS) (thang)

Tai thoi diém sau 03 thang diéu tri afatinib, trung vi thoi gian séng thém khong bénh tién trién 14 23 thang (biéu
do 5)
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3.4. Thoi gian séng con toan b

Kaplan-Meier survival estimate
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Biéu d 6. Thoi gian sdng con toan bd (thang)

Tai thoi diém sau 03 thang diéu tri afatinib, trung vi thoi
gian sdng con toan bo (OS) 1a 38 thang.

Bang 4. Li¢u diéu tri

Liéu dung nap

diéu tri S0 BN (N) Ty 1€ %
30mg 13 81,3

Tai thoi diém sau 03 thang dicu tri afatinib, ti 1¢ dung
nap dicu tri véi licu 30 mg la 81,3% va lieu 40 mg la
13,7%.

Bang 5. Tac dung phu

Tac dung phu b1 bo 2 Téng cong
Phat ban 15 (93,8%) 1 (6,3%) 16 (100%)
Kho da 7 (43,7%) 0 (0%) 7 (43,7%)

Tiéu chay 12 (75%) 3 (18,8%) 15 (93,8%)
Viém quanh moéng 12 (75%) 2 (12,5%) 14 (87,5%)
Viém miéng 14 (87,5%) 0 (0%) 14 (87,5%)

Cac tac dyng khong mong mudn thuong gap la phat ban
chiém 100%, tiéu chay 1a 93,8%, viem quanh mong la
87,5% va viém migng 1a 87,5%. Khong c6 bénh nhan
nao ngung thuoc hodc tir vong do tac dung khong mong
mubn cia thudc.

4. BAN LUAN

Két qua nghién ctru ghi nhan tu01 trung binh cua rnau
nghién ctru 1a 66 tu01 nhém tudi chlern ty 1€ cao nhat la
46-65 va 66-85 tudi (43,7%). Ket qué nay tuong dong
voi mot sb  nghién ctru trude vé ung thu phoi khong té
bao nho diéu tri bude 1 véi afatinib nhu nghién ctu cia
Tzu Hsuan Chiu va cong su (2020) tudi trung binh 14 63
tu01 Trong nghién ctru nay phan 16n bénh nhan la ntr,
chlem 75%, tuy nhién do ¢& mau nho nén su phan bé ty
1¢ ddi twong nghlen ctru theo gidi tinh khong phan anh
chung cho dan s6. Két qua nghién ciru ghi nhan 100%
bénh nhén giai doan IV, trong d6 ty 1€ bénh nhén c6 tinh
trang budu T3 va tinh trang hach N2 chiém ty 1& cao
nhit, trong Gmg 13 43,8% va 50%.

Trong tht nghlem lam sang pha I LUX-LUNG 3 va
6 so sanh ngau nhién hi€u qua cua afatinib va hoa tri
chuan, ty 18 dap ung dat dugc & nhom bénh nhan cé
dot bién thuong gap (mat doan exon 19 va L858R trén
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exon 20) la 62-68%. Trong nghién ctru cta chung t6i
gh1 nhén ty 1¢ dap tng 1a 62.5%, tucmg tu nhu két qua
cua nghlen ctru LUX- LUNG 3 va 6. Két qua nay cao
hon so véi két qua nghién ctru ctia Nguyen Thi Thai
Hoa va cong sy 1a 56,5%. Mot phén tich tong hop cua
cac nghlen ctru dir liéu doi thyc trén thé gioi danh gia
hi¢u qua va tinh an toan cta afatinib trong diéu tri ung
thu phoi khong té bao nho glal doan tién xa co dot bién
EGFR cua Yongzhong Lou va cong su, ti I¢ klem soat
bénh DCR 1a 87,6%, thoi glan khong bénh tién trién
PFS trung binh 13 12,4 thang va thoi gian séng con toan
bo OS trung binh la 31,6 thang. Trong nghién ctru cua
chung 6i cho két qua cao hon vé ti 1 klem soat bénh
DCR (93,8%), thoi glan khong bénh tién trién PFS
trung binh 1a 23 thang va thoi gian séng con toan bd
OS trung binh 1a 38 thang [9].

Trong cac nghién ciru vé lidu khoi dau cua afatinib
trong diéu tri ung thu biéu mé tuyén ¢ phdi co dot bién
trén exon 21 va exon 19 ghi nhan ¢ nhom bénh nhan
diéu tri liéu 40mg va 30mg cling cho két qua tuong tu
v6i thoi gian khong bénh tién trién PFS trung binh la
14,5 thang va 14,8 thang, thoi gian sdng con toan bo
OS trung binh la 34,0 thang va 25,2 thang [11,12,13].

Vé tac dung phu khi sir dung thudc, nghién ctru cua
chung t6i ghi nhan cac tac dung phu thuong gap la phat
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ban (100%), tiéu chay (93,8%), viém miéng (87,5%),
viém quanh mong (87,5%), kho da (43 7%) va chu yeu
do 1,2. Két qua nay tuong dong véi cac két qué nghién
ctru trude d6 trén thé gioi, nhu trong phan tich tong hop
cla cac nghlen cliru bang chung that trén thé gisi déang
gid hiéu qua va tinh an toan cua afatinib trong diéu tri
ung thu phoi khong té bao nho giai doan tién xa c6 dot
bien EGFR cua Yongzhong Lou va cdng sy cling bao
cao cac tac dung phu thuc‘mg gap la tiéu chéy, viém
niém mac, phat ban va viém quanh mong voi ti 1¢ méc
1an luot 14 70,4%:; 36,5%, 71,4%:; va 52,1% [9] Khong
c¢6 bénh nhan nao duoc ghi nhan mic doc tinh do 3,
4. Khong ghi nhan bénh nhan nao phal dimg diéu tri
afatinib do tac dung khong mong muon. Ty 1€ phat ban,
tiéu chay, viém quanh mong, viém mi¢ng cao hon dang
ké & nhém bénh nhan ding liéu khoi dau 1a 40 mg/ngay,
tuy nhién sy khac biét khong c6 y nghia thong ké. Diéu
nay cé y nghia v6i thyce t€ thyc hanh hanh lam sang
trong vigc diéu chinh liéu dé dat hi¢u qua t6i wu va kiém
soat tot tac dung khong mong mudn.

Mic du két qua nghién ciru véi sb luong mau nhé va
thoi gian theo doi chua dong nhat glua cac truong
hop, tuy nhién danh gid v€ hi¢u qua va tinh an toan
ctia afatinib trong nghién ciru ciing cho két qua dang
khich 1€.

Dé danh gia tot hon va chinh xac hon vé hi¢u qua va
tinh an toan cua afatinib trong didu trj co the dai dién
chung cho dan sb Viét Nam, ching t6i can thuc hién
trén nghién ctru c6 sb luong bénh nhén 16n hon va thoi
gian theo ddi dai hon dé co két qua chinh xac hon vé
thoi gian diéu tri va sdng thém.

5. KET LUAN

Budc dau cho thiy ket qua cua afatinib trong didu tri
budc mdt ung thu ph01 khong té bao nho giai doan tlen
xa ¢O hi¢u qua t6t trén cac bénh nhén ung thu ph01
khong té bao nho g1a1 doan IV c6 dot bién 'EGFR, giup
kéo dai thoi gian song thém bénh khong tién trién, tang
ty 1€ dap ung dong thoi tac dung khong mong mudn c6
thé dung nap va kiém soat dugc.
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