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KET QUA PIEU TRI UNG THU PHOI BIEU MO TUYEN GIAI DOAN IIIB-1V
BANG THUOC PiCH TK1 THE HE 1 TAI TRUNG TAM UNG BU'O’'U THAI BINH

TOM TAT

Muc tiéu: Nhan xét két qua diéu tri cla thudc
TKI thé hé 1 trong ung thu phdi biéu mo6 tuyén giai
doan IIIB-1V tai Trung tam Ung budu (TTUB) Bénh
vién da khoa tinh Thai Binh. Poi tugng va phu’dng
phap ngh|en clru: Nghlen cllu md ta, danh gla két
qua diéu tri 39 bénh nhan (BN) ung thl.r phdi giai doan
I1IB — IV c6 dot bién gen EGFR tai cac exon 19 va 21
tur thang 01/2019 dén 05/2024. Két qua bap Ung
co nang cd 28/39 BN dap Lrng € nang vGi diéu tri
(chiém 71,8%), c6 5 BN dap Ung hoan toan chiém
12,9%, c6 17,9% bénh khéng thay d&i va 10,3% benh
tién trién. Dap u’ng khach quan: Chung toi gh| nhan c6
2 bénh nhan dap (ng hoan toan chiém 5, 2%. Ty 16
bénh nhan dap Lrng mot phan la 48 6%, c6 35,9%
benh nhan dugc danh gia bénh gilr nguyen C6 10,3%
s6 bénh nhan cé biéu hién bénh tién trién. Thoi gian
sdng thém khdng tién trién trung binh la 7,9 thang,
trung vi la 6,9 thang, thai gian song thém khong tién
trién dai nhat 1a 19,5 thang, ngan nhat la 2,8 thang.
Thai gian song trung binh toan bo la 180 = 04
thang, trung vi la 16,3 thang. Két luan: Nhém tudi
hay gdp la nhom tudi tir 71-80 (38,5%), ty lé nam/nu
la 1,44/1, c6 46,2% Bn hut thudc, BN nhap vién vGi Iy
do ho kéo dai, 'dau nguc, kho thd s thdy hach c6
(76,9%, 43 6%, 20,1%, 23,1%). V| tri U hay gap &
thly trén phéi phai va & ngoai vi (27,6%; 43,1%), Kich
thudc u trung binh la 4,29 £ 2 cm. Dot blen exon 19
chiém ty 1é 64,1%, dot bién exon 21 chiém 35,9%. Sau
diéu tri: dap u‘ng hoan toan chiém 5,2%. Ty I€ bénh
nhan dap ('ng mot phan la 48,6%, thi gian song them
khéng tién trién trung vi la 6,9 thang Thoi gian song
trung binh toan bd trung vi Ia 16,3 thang. T khoa:
biéu tri dich ung thu phdi, erlotinib, gefitinib
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Pham Viin Thai'2, Nguyén Thi Loan?

Describe clinical and paraclinical characteristics
and review treatment results of 1st generation TKI
targeted drugs in late-stage adenocarcinoma lung
cancer at the Oncology Center Thai Binh Provincial
General Hospital in 2019 — 2024. Method: 39 patients
with stage IIIB - IV lung cancer from January 2019 to
July 2024 have EGFR gene mutations in exons 19 and
21. Results: Functional response: 28/39 patients
responded functionally to treatment (accounting for
71,8%), 5 patients responded completely, accounting
for 12,9%, 17,9% had unchanged disease and 10,3%
had progressive disease. Objective response: We
recorded 2 patients with complete response,
accounting for 5,2%. The rate of patients with partial
response was 48,6%, with 35,9% of patients whose
disease remained unchanged. 10,3% of patients
showed progressive disease. The average progression-
free survival time is 7,9 months, the median is 6,9
months, the longest progression-free survival time is
19,5 months, the shortest is 2,8 months. The mean
overall survival time was 18,0 = 0.4 months, median
16,3 months. Conclusion: The most common age
group is the age group 71-80 (38,5%), the
male/female ratio is 1,44/1, 46,2% of patients smoke,
patients are hospitalized for prolonged cough, chest
pain, difficulty breathing, palpitations. cervical lymph
nodes were seen (76,9%; 43,6%; 20.1%; 23,1%).
Tumor location is common in the upper lobe of the
right lung and in the periphery (27,6%; 43,1%),
average tumor size is 4,29 + 2 cm. Exon 19 mutations
account for 64,1%, exon 21 mutations account for
35,9%. After treatment: complete response accounts
for 5,2%. The rate of partial response patients was
48,6%, median progression-free survival time was 6,9
months, median overall survival time was 16,3
months. Keywords: Targeted therapy for lung
cancer, erlotinib, gefitinib

I. DAT VAN DE

Ung thu phdi nguyén phat (ung thu phé
quan) thudng goi tat la ung thu phdi (UTP) la
khdi u &c tinh phat trién tir bi€u md phé& quan,
tiéu phé& quan tan, ph& nang hodc tir cac tuyén
phé& quan [11. K& tir khi ung thu phdi dugc biét
dén vao qilra nhu’nq nam 1900, bénh lubn dudc
nghlen cfu dé tim hiéu vé dic diém dich té hoc,
nguyén nhan gy bénh, phuong phap chan doan
va cac bién phap diéu tri [1].

Trudc day, diéu tri UTP giai doan mudn (giai
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doan IIIB-IV hay tai phat, di can) hoa tri toan
than la phuong phap diéu tri cha yéu, gidp kéo
dai thdi gian s6ng thém va cai thién chat lugng
séng cho bénh nhan [2]. Tuy nhién, thgi gian
song thém thudng khong qua 12 thang [3]. Hoa
tri vap phai van dé vé thiéu tinh chon loc dac
hiéu trén ting ca thé, ddc tinh tuy xuong cao,
hiéu luc han ché va khang thudc [4]. Trong
nhitng nam gan day, nhirng ti€n bd trong diéu
tri dua trén sinh hoc phan t&r d@ mé ra nhiing
trién vong cai thién két qua diéu tri UTP giai
doan mudn [5],[6]. Cac thubc diéu tri nham vao
dich phan tir ctia t€ bao cho hiéu qua cao nhg
tinh chon loc trén titng ca thé va han ché ddc
tinh trén tuy xuong so vdi thudc gay doc té bao.
Thu thé ciua yéu t6 phat trién biéu md
(EGFR) dugc biét dén la mot dich phan tir quan
trong trong diéu tri UTPKTBN. Boc bd qua muic
thu thé nay gdp 40-80% trong UTP. DOt bién
gen EGFR dudc chitng minh ¢d vai tro trong sinh
bénh va du bao dap Ung diéu tri véi cac thudc
¢ ché thu thé tyrosin kinase cia EGFR. Pay la
mdt dich dugc s dung phd bién nhéat. Thudc
dich TKI th& hé 1 (Erlotinib, Gefitinib) I3 thudc
dung dudng udng Uc ché tyrosin kinase receptor
(TKI) clia yéu t& phat trién biéu md (EGFR) dau
tién trong nhom dugc chitng minh dem lai Igi ich
song con cho bénh nhan UTPKTBN [2],[4]. Vai
trd cla Erlotinib, Gefitinib d& dugc khang dinh
gitp kéo dai thai gian song thém (ST) cho bénh
nhan UTPKTBN khong tinh dén tinh trang dot
bién, that bai v&i hoa tri tir 4,7 thang lén 6,7
thang va kéo dai thdi gian s6ng thém bénh
khdng tién trién (STKTT) tir 8 tudn Ién 9,7 tudn
so vGi khong diéu tri [2]. Trén bénh nhan c6 doét
bién EGFR, thdi gian STKTT c6 thé Ién dén 7,5
thang va STTB Ién 10 thang khi dugc diéu tri
budc 2 véi Erlotinib, Gefitinib [2],[6],[7]. NhG
hiéu qua va doé an toan da dugc chirng minh,
cho tdi nay TKI thé hé 1 da dugc chi dinh diéu
tri UTPKTBN giai doan mudn cé dot bién EGFR
nhay cam thubc tai nhiéu nudc trén thé gigi O
Viét Nam, thudc TKI da dugc bat dau st dung tir
nam 2009 trong diéu tri UTPKTBN giai doan
muon sau khi that bai vdi hod chat va nam 2011
sif dung cho diéu tri budc 1. Tuy nhién, nhiéu
BN cé dot bién EGFR nhung khong dugc diéu tri
ngay tir dau vi ly do kinh t€, thi€u xét nghiém,
chinh sach BHYT... chi diéu tri & budc ti€p sau.
Tai Trung tdm Ung budu Thai Binh, chua cd
nghién clru nao danh gid hiéu qua cla thudc trén
do6i tugng nay. Vi vay, ching téi tién hanh lam dé
tai nay nhdm muc tiéu: Nhdn xet két qua diéu tri
cla thuéc dich TKI thé hé 1 trong ung thu phdi
biéu mé tuyén giai doan IIIB-1V tai Trung tém Ung

butu (TTUB) BV Pa khoa tinh Théi Binh.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru: 39 bénh nhan
ung thu phéi biéu mé tuyén GD IIIB — IV diéu tri
tai Trung tam Ung budu Thai Binh tUr thang
01/2019 dén thang 07/2024.

- Tiéu chudn lua chon: Chan doan xac
dinh la UTPKTBN giai doan IIIB-IV (theo tiéu
chun cta AJCC 2017); K&t qua md bénh hoc la
UTBM tuyén; Co dot bién gen EGFR xda doan
exon 19 va dot bién L858R & exon 21; Budc
diéu tri budc 1 bang erlotinib hodc Gefitinib it
nhét 2 thang tinh dén thdi diém két thic nghién
clru; Co tén thuong dich dé danh gid dap (ng
theo tiéu chuén RECIST 1.1

- Tiéu chudn loai tra: Suy gan, suy than
nang, BN bo d& diéu tri khong vi ly do chuyén
mon, khong theo doi dugc, khdng cé du thong
tin theo doi sau diéu tri.

2.2. Phuong phap nghién ciru: Nghién
clru mo ta, hdi ctu két hgp ti€én clru. Chon mau
thuan tién cd chua dich. Banh gia dap Ung cd
nang, két qua diéu tri dua vao: danh gia dap
(’ng thuc thé theo tiéu chudn RECIST, thdi gian
sdng thém khdng tién trién, séng thém toan bd.
banh gia dap ing Banh gia dap ng sau 2 thang
va sau 6 thang diéu tri, danh gid cac tac dung
phu khong mong muén.

2.3. Xtr ly s6 liéu bang phan mém SPSS 20.0

Il. KET QUA NGHIEN cUu
3.1. Pic diém BN nghién ciru
Bang 1: Pac diém Iam sang, can lam sang

Dudi 50 0 0
50 - 60 9 | 23,1
Tudi 61-70 13 | 33,2
71 -80 15 | 38,5
Trén 80 2 5,2
‘o Nam 23 | 58,9
Gioi NT 16 | 41,1
, N Co hat 18 | 46,2
Hut thuoc Khong hat | 21 | 53.8
Ho kéo dai 30 | 76.9
Dau nguc 17 | 43.6
Kho thé 8 |20.1
Ly do vao vién | SG thay hachco | 9 | 23.1
Ho ra mau 3176
Pau xucong 3176
T1 5 1128
i T2 11 | 28,2
GiaidoanT e 133323
T4 10 | 25,7
Tinh trang dot | DOt bién exon 19| 25 | 64,1
bién EGFR |Dot bién exon 21| 14 | 35,9
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3.2. Két qua diéu tri
3.2.1. Pap irng diéu tri
a. bap ung co nang

m Bap Fng hoan
todn (5)

m Bdp drng mdi
phin {23)

Khang thay
adi (7

Biéu dé 1: Pap irng co ndng
Nhan xét: Trong 39 BN, cé 28 BN dap Ung
cd nang vdi diéu tri (chiém 71,8%), c6 5 BN dap
Ung hoan toan chiém 12,9%, c6 17,9 % bénh
khdng thay d6i va 10,3% bénh tién trién
b. Pdp ung thuc thé
Bang 2. Bap ung thuc thé

Pap i'ng n Ty lé %
Dap Uing hoan toan 2 5.2
Pap 'ng mot phan 19 48,6
Bénh gilr nguyén 14 35,9
Ti€n trién 4 10,3
Tong 39 100

Nhidn xét: Chang toi ghi nhan cd 2 bénh
nhan dap Ung hoan toan chiém 5,2%. Ty |é BN
dap 'ng mét phan la 48,6%; cd 359% BN dugc
danh gia bénh gilt nguyén. Cé 10,3% s6 bénh
nhan cd biéu hién bénh tién trién.

c. Lién quan dap ung khach quan voi mot s6
yéu to

Bang 3. Lién quan dap ung khach quan
vdi mot s’ yéu té

Nhan xét: Chi s6 toan trang, s6 cd quan bi
di can la nhitng yéu t6 anh hudng cd y nghia
dén dap Ung khach quan (p<0,05)

3.2.2. Thoi gian song thém
a. Thoi gian s6ng thém khdng tién trién

Com Sarvied

Biéu dé 2: Thoi gian séng thém khdng tién trién

Nhéan xét: Thdi gian s6ng thém khong ti€n
trién trung binh 1a 7,9 thang, trung vi la 6,9
thang. Thdi gian séng thém khdng tién trién dai
nhat la 19,5 thang, ngan nhat 1a 2.8 thang. Thai
gian s6ng thém khéng tién trién 3 thang la 91%,
6 thang la 72%, 1 nam la 49,6%

b. Thoi gian séng thém toan b

asrvivel Funcbomn

S

== = -
e This gimn (thlng)

Biéu do 3: Thoi gian séng thém toan bé

ng dap ('ngPap| Khong [Tong ) Nha:n xét:ATropg 39 bénh nhan nghién (El:l’u
Yéu té lién q {rng|dap irng| s6 P co 25 benh nhan con song (64,1%) va 14 benh
o <60 | 5 4 15 nhan da to vong tinh dén thai diém nghién cdu
Tuoi > 60 | 18 12 541066 | (359%). Thai gian s6ng trung binh toan bd I3
Nam |13 10 23 18,0 £ 0,4 thang, trung vi la 16,3 thang. Thdi
Gioi NG 71 9 116 1%%2| gian sdng thém dai nhat Ia 46 thang (b&nh nhan
PS 0-1 |19 8 27 0001 nay hién tai con sdng sau thdi diém nghién ciu),
2 7 5 12 [ thai gian s6ng thém ngan nhét la 3,6 thang
S6lugngco| 0-1 |16 6 22 15 002 3.2.3. Tac dung khéng mong muén
quandican| >1 9 8 17 [ a. Trén hé tao huyét
Bang 4. Tac dung khéng mong muén trén hé tao huyét
Tét’:vdt_lnlg khﬁng mong 0 1 992 3 2
muon trén hé tao huyét n % n % n % n % n %
Giam bach cau 30 76,8 6 15,4 2 5,2 1 2,6 0 0
Giam bach cau hat 26 64,6 9 25,0 3 7,8 1 2,6 0 0
Giam huyét sac td 20 51,2 12 30,8 5 12,8 | 2 5,2 0 0
Giam tiéu cau 33 84,6 5 12,8 1 2,6 0 0 0 0
Tong s6 bénh nhan: 39

Nhan xét: Ha bach cau, thiéu mau, ha tiéu cau gdp & 23,2%; 48,8%; 15,4%

b. Ngoai hé tao huyét

Bang 5. Mot sé'tic dung khéng mong muén ngoai hé tao huyét / téng sé BN

| Tac dung khéng mong |

bo
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muodn ngoai hé tao huyét 0 1 2 3 4
n % n % n % n % n %
Tang SGOT, SGPT 33 84,6 5 12,8 1 2,6 0 0 0 0
Tang Creatinin mau 35 89,6 4 10,4 0 0 0 0 0 0
Non, bubn non 36 94,9 3 7,8 0 0 0 0 0 0
Ia chay 31 79,2 6 15,6 2 5,2 0 0 0 0
Viém loét niém mac miéng | 28 71.,4 10 | 26,0 1 2,6 0 0 0 0

Tong sd bénh nhan = 39

Nhdn xét: Tang men gan, tang creatine mau, non, budn nodn, ia chay, viém loét niém mac
miéng gap lan luct la 15,4%; 10,4%; 7,8%; 20,8%; 28.6%

¢. Tac dung phu trén da
Bang 6. Tac dung phu trén da

Tac dung phu Khong Pol Po 11 Do I11 Po 1V
(n=58) n % N % n % n % n %
Moc mun ngoaida | 13 | 33,1 19 48,7 5 13,0 2 52 0 0
NgUra da 23 | 589 13 33,3 2 52 1 2,6 0 0
Viém quanh méng | 29 | 74,3 7 17,9 2 5,2 1 2,6 0 0
Rung téc 36 92,2 2 5,2 1 2,6 0 0 0 0

Nhan xét: Ty 1é BN c6 moc mun ngoai da la
66,9%. Ty I€ bénh nhan bi ngra da la 41,1%.Ty
€ bénh nhan cé viém quanh moéng 25,7. Cé
7,8% bénh nhan cé rung téc déu & mdc do nhe.

IV. BAN LUAN

4.1. Pap Ung diéu tri. Pap ing cc nang:
nhu ching toi da chia sé phan trén, mot trong
cac nhiém vu cta can b y té lam trong linh vuc
ung thu, do6 la phai lam xoa diu dugc noi dau
cho cac ngugi bénh clia minh, day la viéc rat
quan trong, né giip bénh nhan séng chung véi
bénh tat cla minh ma van c6 thé sinh hoat, lam
viéc dugc ma khong phai phu thudc vao ngudi
than, phai nhap vién dé diéu tri. Trong 39 BN, c6
28BN dap Ung cd nang vdi diéu tri (chiém
71,8%), c6 5 BN dap Ung hoan toan chiém
12,9%, c6 17,9% bénh khdng thay ddi va 10,3%
bénh tién trién. K&t qua cla ching tdi gan tuong
dudng nghién clfu cla tac gia Lé Thu Ha (2016)
[4], Nguyén Minh Ha (2014) [7].

Pép Ung thuc thé: Ching t6i ghi nhan c6 2
bénh nhan dap ’ng hoan toan chiém 5,2%. Ty Ié
BN dap 'ng mot phan la 48,6%; cé 35,9% BN
dugc danh gia bénh gilt nguyén. C6 10,3% sb
bénh nhan c6 biéu hién bénh tién trién. Tai
Trung tdm ung budu ching t6i da ap dung dugc
cac bién phap co ban trong diéu tri ung thu' phdi,
dd la phau thuat, xa tri va hdéa chat. Bay la dé
tai dau tién nghién clru vé thude dich dau tién
dudgc ap dung va chdng to6i da thu dugc két qua
rat khd quan.Co hai bénh nhan dugc danh gia
dap (ng hoan toan, 19 BN dap (ng mot phan,
cac bénh nhan nay dudc theo doi chdt ché,
kham ky luGng va duy tri diéu tri.

4.2. Théi gian song thém. Thdi gian song
thém khdng tién tri€n trung binh 13 7,9 théang,

trung vi la 6,9 thang. Thai gian song thém khdng
tién trién dai nhat 1a 19,5 thdng, ngdn nhat Ia
2,8 thang. Thdi gian séng thém khdng tién trién
3 thang la 91%; 6 thang la 72%; 1 nam la 49%.
So sanh véi cac tac gia nudc ngoai khac, cé thé
thdy thdi gian sdng thém khéng tién trién cla
nhom bénh nhan nghién clru nay thap han so véi
mot s6 nghién cttu khac [5],[6]. Tuy nhién diéu
nay cting dé hiéu vi ching téi da lua chon nhém
bénh nhan méc ung thu phéi & giai doan mudn,
kém theo d6 la nhom tudi cua déi tugng nghién
ctu cling tuang dGi cao. Két qua cha ching toi
gan tuogng ducng nghién clfu cla tac gia Lé Thu
Ha 13 8,3 thang (2016) [2].

Tinh t&i thdi diém nay, cling 1a thdi diém
chiing t6i két thac nghién citu nay, thi trong 39
bénh nhan nghién cltu c6 25 bénh nhan con séng
(64,1%) va 14 bénh nhan da tr vong tinh dén
thdi diém nghién clu (35,9%). Thdi gian s6ng
trung binh toan bo la 18,0 + 0,4 thang, trung vi la
16,3 thang. Thdi gian song thém dai nhat la 46
thang (bénh nhan nay hién tai con séng sau thdi
diém nghién c(ru), thdi gian séng thém ngan nhéat
la 3,6 thang. Nghién clru ctia ching t6i cling gan
tuong duong két qua cua tac gid Lé Thu Ha
(2017): thai gian STTB trung binh la: 15,4 + 1,8
(thang), trung vi la: 12,0 (thang) [2]. Day la
nhirng giad tri mang lai cho ngudi bénh clia phac
d6 nay va ching t6i sé ti€p tuc theo d&i nhirng
bénh nhan trong dé tai nay trong thdi gian tdi
cling nhu van tiép tuc ap dung cac phuong phap
tién bd dé diéu tri bénh nhan ung thu dic biét Ia
bénh nhan ung thu phéi giai doan mudn.

4.3. Tac dung khong mong muoén. Khi
lua chon phuong phap ap dung cho bénh nhéan
ung thu ddc biét bénh nhan ung thu phdi giai
doan mudn, cac y bac si chuyén nganh ung thu
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lubn tién lugng cac tdc dung phu cb thé cb véi
tirng bénh nhén cu thé vi khdng nhitng gilp
ngudi bénh thuyén giam triéu chirng ma ho ciing
han ché dudc cac tac dung phu do thubc gay ra
la viéc lam quan trong khong kém. Theo nghién
cru clia chdng t6i thi ty 1€ ha bach cau, thi€u
mau, ha tiéu cau gdp & 23,2%; 48,8%; 15,4%
bénh nhan, BN c6 tang men gan, tang creatine
mau, non, budn non, ia chay, viém loét niém
mac miéng gap lan lugt la 15,4%; 10,4%; 7,8%;
20,8%; 28,6%. Ty |é BN cO moc mun ngoai da la
66,9%. Ty I€ bénh nhan bi ngra da la 41,1%.Ty
I&é bénh nhan cd viém quanh mdng 25,7%. Cac
tac dung phu nay phan I6n déu & mdc do nhe,
sau khi diéu tri két hgp giam nhe nguGi bénh lai
c6 thé tiép tuc quay lai dugc diéu tri. K&t qua
nay cla chung toi cling phu hgp véi cac nghién
cfu cua cac tac gid trong va ngoai nudc
[2],[5],[6].

V. KET LUAN

- Dap Ung khach quan: cé 2 BN dap Ung
hoan toan chiém 5,2%. Ty Ié BN dap ing mot
phan 13 48,6%, c6 35,9% BN dugc danh gia
bénh gilt nguyén

- PFS trung vi la 6,9 thang. Thdi gian s6ng
thém khdng tién trién dai nhat 13 19,5 thang,
ngdn nhat la 2,8 thang. OS trung vi la 16,3
thang. Thai gian sng thém dai nhat la 46 thang,
thdi gian séng thém ngdn nhat la 3,6 thang.

- Cac doc tinh thudng gap la: Trén hé tao
huyét: ha bach cau gap & 23,2% s6 bénh nhan; ha
bach cau trung tinh gap & 35,6% s6 bénh nhan.
Ngoai hé tao huyét: tang men gan gap & 15,4% s6

bénh nhéan, tang creatinine gap & 4 bénh nhan.
No6n, bubn non chiém 7,8%, roi loan ti€u hoa, ia
chay gap G 20,8% bénh nhan. Tac dung phu trén
da: Ty 1€ bénh nhan c6 moc mun ngoai da la
66,9%; bénh nhan bi ngita da la 41,1%; Ty Ié
bénh nhan cé viém quanh méng 25,7%.
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cla tré con chua cao do cac tadc dung khong mong
mudn cla héa tri liéu. Muc tiéu: Danh gia tac dung
khéng mong mudn G tré em méac sarcoma xuong dugc
diéu tri hda chéat. P6i tuwgng nghién ciru: 37 tré mac
sarcoma xugdng véi 92 dat truyén hda chat dugc diéu
tri tai khoa NOi Nhi — Bénh vién K Tan Triéu tur
01/07/2023 dén 30/06/2024. Phucng phap nghién
ciru: Tién ciu, md ta cat ngang. Két qua: Tac dung
khong mong mudn trén hé tiéu hoa la hay gap nhat
(92%) bao gobm budn nodn, nén, chan an, tao bon, tiéu
chay... Chiém vi tri th{ hai (78%) la tac dung khong
mong mudn trén huyét hoc véi thi€u mau (68,5%), ha
bach cau (18,5%), ha tiéu cau (2,2%). Thiéu mau va
giam tiéu cau chi thay & do 1-2. Mlc d6 giam bach



