Ddnh gid hi¢u qua va doc tinh ciia thudc vic ché Tyrosine Kinase...
DOI: 10.38103/jcmhch.91.18 Nghién clu

DANH GIA HIEU QUA VA BOC TINH CUA THUOC UC CHE TYROSINE
KINASE TRONG DIEU TRI UNG THU PHOI KHONG TE BAO NHO GIAI
DOAN TIEN XA

Ha Thanh Thanh', Pham Mai Thiy Tién2, Nguyén Tran Thac Huan', Nguyén Thi Va Linh?,
HO Xudn Dung'

'BO mon Ung Budu, Truong Dai hoc Y - Duoc Hué

Trung tdm Ung Budu, Bénh vién Trung Uong Hué

TOM TAT

Muc tiéu: Bénh gia két qua diéu tri buéce 1 va déc tinh cta thube trc ché Tyrosine kinase trén bénh nhéan ung thuw
phéi khéng té bao nhé giai doan tién xa c6 dot bién EGFR.

Déi twong, phwong phép: Nghién ctru mo ta tién ciru két hop hdi ctru trén 57 bénh nhan ung thu phéi khong té
bao nhd giai doan IIB/IIIC/IV ¢6 dét bién EGFR, duoc diéu tri bang thubc trc ché Tyrosine kinase thé hé 1 tai Bénh vién
Trung Uong Hué va Bénh vién Truong Pai hoc Y Duoc Hué tir 01/2020 - 06/2023.

Két qua: Ty Ié dap tng hoan toan la 1,8%; dap trng mét phén Ia 45,6%; bénh on dinh la 21,1%; bénh tién trién Ia
31,6%. Ty Ié dap (g khach quan la 47,4%; ty 1é kiém soat bénh la 68,5%. Thoi gian séng thém khéng tién trién trung
vila 9,0 £ 0,8 thédng, ngén nhét Ia 3 thang, dai nhét Ia 28 thang. Cé sw lién quan c6 y nghia théng ké gitra PFS véi loai
dét bién EGFR (p < 0,05). Pa phan bénh nhén cé déc tinh dé I, Il va chi yéu gap trén da - niém mac va hé tiéu hoa.

Két luan: Thuéc trc ché Tyrosine Kinase trong diéu tri ung thu phéi khéng té bao nhé giai doan tién xa mang lai
hiéu qua, cai thién thoi gian séng thém cho bénh nhén véi mire do déc tinh dung nap tot.

Twr khéa: Ung thuwe phdi khéng té bao nhé, liéu phap nham dich phén ti, giai doan tién xa, RECIST 1.1, NCI CTCAE 5.0.

ABSTRACT
EFFECTIVENESS AND TOXICITY OF TYROSINE KINASE INHIBITORS IN THE TREATMENT OF ADVANCED
STAGE NON - SMALL CELL LUNG CANCER

Ha Thanh Thanh', Pham Mai Thuy Tien? Nguyen Tran Thuc Huan’, Nguyen Thi Vu Linh?,
Ho Xuan Dung’

Objectives: Evaluation of the result of first - line treatment and toxicity of Tyrosine kinase inhibitors in patients with
advanced stage non - small cell lung cancer with EGFR mutations.

Methods: We conducted a prospective and retrospective descriptive study on 57 patients with stage IIB/IIIC/IV
non - small cell lung cancer, treated with 1st generation Tyrosine Kinase inhibitors at Hue Central Hospital and Hue
University Hospital from 01/2020 - 06/2023.

Results: The complete response rate was 1.8%; the partial response rate was 45.6%, the stable disease rate was
21.1%, the progressive disease rate was 31.6%. The objective response rate was 47.4%, the disease control rate was
68.5%. Median progression - free survival was 9.0 £ 0.8 months, the shortest being 3 months, and the longest being 28
months. There was a statistically significant relationship between PFS and EGFR mutations (p < 0.05). Most patients
have grade I, Il toxicity and are mainly found on skin - mucosa and digestive system.
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Conclusion: Tyrosine Kinase inhibitors in the treatment of advanced stage non - small cell lung cancer are effective,

improving survival time for patients with a well - tolerated toxicity.
Keywords: Non - small cell lung cancer, molecular targeted therapy, advanced stage, RECIST 1.1, NCI CTCAE 5.0.

I. PAT VAN PE

Theo Globocan 2020, ung thu (UT) phoi la
bénh 1y 4c tinh phd bién va co ty 18 tir vong xép
hang dau trong tit ca cac loai UT trén thé gidi ciing
nhu ¢ Viét Nam [1, 2]. Ung thu phoi khong té bao
nho (UTPKTBN) chiém khoang 80% - 85% trong
cac loai UT phdi [3]. Hiu hét bénh nhan tai thoi
diém chan doan di ¢ giai doan tién xa véi ty 18
séng con 5 nam ude tinh 12 38% [4]. Thu thé yéu t6
tang truong biéu bi EGFR thuong dugc biéu hién
qua mirc trong qué trinh phat trién cia UTPK TBN
[5]. Viéc st dung cac thude tre ché Tyrosine Kinase
(TKIs) nhiam vao thy thé EGFR ¢ nhitng bénh nhan
mang dot bién cho thiy sy cai thién vé ty 18 dap
tg khéi u theo tiéu chuan RECIST 1a khoang 55%
- 75%, cai thién vé& song con so véi hoa tri, cling
nhu vuot troi hon so véi hoa tri vé phuong dién
ddc tinh va chét lugng song [6]. Tai Viét Nam, mot
s6 nghién ctru vé hiéu qua ciing nhu doc tinh cia
céc thude TKIs di duoc thuc hién va mang lai két
quéa kha quan. Tuy nhién, sb lugng cac nghién ciru
van con han ché [7, 8]. Do d6, chung t6i tién hanh
dé tai nay véi 2 muc tiéu: (1) Panh gia hiéu qua
cua TKIs ¢ bénh nhan UTPKTBN giai doan tién
xa c6 dot bién EGFR; (2) Panh gia doc tinh cua
TKIs ¢ bénh nhan UTPKTBN giai doan tién xa co
dot bién EGFR.

IL. POI TUQONG VA PHUONG PHAP NGHIEN
CcUU
2.1. Poi twgng nghién ciru

57 bénh nhan UTPKTBN giai doan tién xa tai
Trung tdim Ung Budu - Bénh vién Trung uong Hué
va Khoa Ung Budu - Bénh vién Truong Pai hoc Y
Dugc Hué tir 01/2020 - 06/2023.

Tiéu chuin chon bénh: Pugc chin doan xac dinh
la UTPKTBN giai doan IIIB/IIIC/IV qua két qua
mé bénh hoc, c6 thé két hop v&i hda mod mién dich
va theo tiéu chuan cua AJCC 8th (2017). C6 dot
bién EGFR. Chua diéu trj toan than trudce do.

Tiéu chuén loai trir: Méc ung thu thir hai. Pugc
diéu tri dudi 3 thang / bo diéu tri tinh dén thoi diém
két thiic nghién ctru.
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2.2. Phwong phap nghién ciru

Nghién ctru mé ta tién ctru két hop hoi ctru.

Céc bién sb nghién ctru: Thu thap cac thong tin
chung, danh gia 1am sang, can 1am sang trudc didu
tri. Banh gia dap ung theo RECIST 1.1, thoi gian
song thém khong tién trién (PFS), doc tinh theo NCI
CTCAE 5.0, phan tich mdi lién quan giita PFS voi
mot s6 yéu tb.

2.3. Xir Iy s6 liéu

X 1y va phan tich sb liéu bing phin mém
SPSS 23.0. Panh gia song thém bang phuong phap
Kaplan - Meier.

2.4. Van dé y dirc

Bénh nhan duoc giai thich ky vé 1y do thu
thap thong tin, nhitng thim kham can thiét. Cac
sb liéu thu duoc sé& duge bao mat va chi phuc vu
cho muc dich khoa hoc va lam co s& cho viéc
cham soc, diéu tri.

1. KET QUA

Do tudi trung binh 13 63,9 + 9,8 tudi; nho nhat 1a
42 tudi; 16n nhat 1a 82 tudi.

Bang 1: Dac diém nhom bénh nhan nghién ctru

(n=157)
Pic diém n %
Nt 36 63,2
Gioi
Nam 21 36,8
. Khong 43 75,4
Hut thuodc 1a
Co 14 24,6
1 37 64,9
ECOG 2 15 26,3
3 5 8,8
I11B 3 53
Giai doan
bénh Imc 3 5,3
v 51 89,5

Bénh nhan nit chiém 63,2%; nam 36,8%, ty 1€
nam/nit 12 0,6/1. S6 bénh nhan khong hit thudc

75,4%: hat thude 24,6%.
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Bang 2: Dic diém loai md hoc, loai dot bién

(n=57)
Pic diém n | %
Biéu mo tuyén 44 | 77,2
Loai mo | Bi€umo vay 9 | 158
hoc Biéu mé té bao lon 3053
Khac (khong té baonho) | 1 | 1,8
Exonl9 34 | 59,6
;‘;1 0t | b ron21 (L8SSR) 22 | 38,6
Khac (exonl19 + exon20) | 1 1,8

Biéu mé tuyén 77,2%; biéu mo vay 15,8%; té
bao 16n 5,3%. Dot bién exon19 chiém ty 18 59,6%;

exon21 (L858R) 38,6%.
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Biéu db 1: Bic diém tinh trang di can

Di can ndo chiém 22,8%; tang 70,2%; di can

xuong chiém 57,9%.

Bang 3: Pap g diéu tri theo tiéu chuan RECIST

Pap tng diéu tri n %
Hoan toan 1 1,8
Mot phan 26 45,6
Bénh 6n dinh 12 21,1
Bénh tién trién 18 31,6

Dap g hoan toan chiém 1,8%; dap tmg mot
phﬁn 45,6%; bénh on dinh 21,1%; bénh tién trién
31,6%, ty 1¢ dap ung khach quan ORR 47,4%; ty 1€

kiém soat bénh DCR 68,5%.
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Biéu do 2: Puong cong Kaplan - Meier.
Theo Kaplan - Meier, x4c suat song thém khong
tién trién & mdc 6 thang 1a 69,3%, tai moc 12 thang
14 20,2%. PFS trung vi 14 9,0 + 0,8 thang, ngén nhat
1a 3 thang, dai nhat 1a 28 thang.

Bang 4: Phan tich don bién cac yéu tb

lién quan dén PFS
Yéu té Log-rank p
Gi61 (nam / nir) 0,415 0,520

Tinh trang hat thube

(c6 / khong) 2,038 0,153

Chi s toan trang

(ECOG> 2/ ECOG<=2) 0,293 0,588

Di can ndo (c6 / khong) 0,004 0,948

Exonl19 / Exon21 15,900 0,000

Loai dot bién EGFR c6 lién quan voi PFS véi p
<0,05.

Dac tinh: Boc tinh trén h¢ tiéu hoa: Tiéu chay
61,4%; budn non/ndn 28,1%; viem/loét da day
38,6%. Doc tinh trén da-niém mac: Mun 66,7%;
kho da 24,6%; viém niém mac 38,6%; viém
quanh moéng 15,8%; hoi chiing ban tay - chan
14,0%. Doc tinh gan - than: Men gan (ALAT,
ASAT) 19,3%; creatinin 5,3%. Ddc tinh huyét
hoc: Thiéu mau 35,1%; giam bach ciu 15,8%;
giam tiéu cau 7,0%.
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Bang 5: Phan b muic do doc tinh cho timg hé co quan

Da - niém mac Tiéu hoa Gan - than Huyét hoc
Doc tinh
n % n % n % n %
Poc tinh do [, 11 38 66,7 38 66,7 13 22,8 24 42,1
Doc tinh @6 111, IV 7 12,3 7 12,3 0 0,0 1 1,8

Pa phan bénh nhan c¢6 doc tinh dd I, II, chu yéu trén da - niém mac va ti€u héa. Boc tinh d¢ 111, IV gap
v6i ty 16 thap chu yéu 1a trén da (12,3%) va tiéu hoa (12,3%).

IV. BAN LUAN
4.1. Két qua diéu tri

bé ghi nhan sy tién trién bénh mot cach co y
nghia, Jackman D va cong su (2010) da dua ra 2
mdc danh gia dap tmg/tién trién bénh 1a 3 thang va
6 thang. Do danh gia tién trién tai thoi diém 3 thang
kém tin cdy va ty 1¢ duong tinh gia cao hon so vdi
mdc 6 thang (44% so v6i 23%) nén nghién ciru cua
chung t6i lwa chon mdc 6 thang dé danh gia dap
tmg diéu tri [9]. Trong nghién ciru, tai thoi diém
6 thang hodc trén 6 thang, ching t6i ghi nhan co
45,6% bénh nhan c6 dap ung mot phan va 21,1%
bénh nhan on dinh bénh; 31,6% bénh nhan tién trién
va co 1 truong hop (1,8%) dap trng hoan toan. Ty 1¢
dap ung mot phan trong nghién ctru cua ching toi
thip hon va ty 1& bénh tién trién cao hon so véi mot
s6 nghién ctru cua Viét Nam va trén thé gidi. Ty 18
bénh 6n dinh trong nghién ciru gan twong duong véi
cac tac gia khac [10, 11]. ORR va DCR trong nghién
ctru cta chiing t6i dugc danh gia dya trén tiéu chuin
RECIST 1.1 1a 47,4% va 68,5%. Trung vi PFS dat
duogc 13 9,0 + 0,8 thang, ngin nhat 1a 3 thang, dai
nhit 1a 28 thang. Xac suit song thém khong tién
trién tai thoi diém 6 thang 1a 69,3% va tai thoi diém
12 thang 13 20,2%. Két qua nay tuong tu két qua cua
tac gia Nguyén Thi Thai Hoa va tac gia Maemondo
M la 10,8 thang [12, 13]. Nghién ctru cta chung t6i
ghi nhan c6 sy lién quan c6 y nghia thong ké giita
PFS véi loai d6t bién EGFR (p < 0,05).
4.2. Poc tinh diéu tri

Nghién ctru cua chung t6i ghi nhan mot ) doc
tinh trén cac hé co quan nhu da - niém, ti€u hoa,
gan - than va huyét hoc. Trong d6 phd bién nhat 1a
cac triéu ching lién quan dén da (kho da 24,6%;
mun 66,7%) - niém (38,6%) va tiéu hoa gom tiéu
chay (61,4%), viém da day (38,6%), huyét hoc bao
gbm thiéu méu (35,1%). Cac thir nghiém 1am sang
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16n va cac phan tich gop trén thé gidi déu ghi nhan
nhitng doc tinh phd bién ciia cac TKIs 1a tiéu chay
va da-niém [6]. V& su phan bd vé mit doc tinh, qua
nghién ctru chiing toi nhan thiy da phan bénh nhan
1a ¢6 doc tinh d6 I, 11 trén cac hé co quan va chu yéu
la trén h¢ da-niém va tiéu hoa (> 60%). DBdc tinh do
1L, IV duoc gip véi ty 1é thap chii yéu & da-niém
(12,3%) va tiéu hoa (12,3%). Nghién cuu cuia tac
gia Pluzanski A va cong su (2020) cling ghi nhén
ddc tinh @6 II1, IV cua cac TKIs dugc gap voi ty 1€
rat thap 1a khoang dudi 5% [14].
V. KET LUAN

TKIs trong diéu tri UTPKTBN giai doan tién
xa mang lai hi¢u qua, cai thién thoi gian song thém
cho bénh nhan véi mic @6 doc tinh dung nap tdt.
C6 su lién quan giira loai dot bién va thoi gian
song thém khong tién trién ¢ nhom bénh nhan
trong nghién ctru.
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