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Piéu tri bénh nhan ung thw phoi khong té bao nhé di cin nio c6 dot
bién gen EGFR bing gefitinib két hop xa phiu ton thuong nio

Treatment of non-small cell lung cancer patients with brain metastasis
harboring EGFR mutations by gefitinib combined brain radiosurgery

Pham Vin Luén*, Ngqyén Minh Hai, . ] Bénh vién Trung wong Qudn doi 108
Nguyén Pinh Tién, Tran Vin Dai va Nguyén Anh Tuan

Tom tat

Muc tiéu: Danh gia két qua diéu tri bénh nhan (BN) ung thu phdi khéng té& bao nhé (UTPKTBN) di can
nao co6 dot bién gen EGFR bang gefitinib két hgp vai xa phau tén thuang nao. Déi tuong va phuong phdp:
Nghién ciu tién cuu, theo déi doc, 35 BN UTPKTBN di cin nao 1 dén 3 6, c6 dot bién gen EGFR duong
tinh dugc diéu tri gefitinib két hgp vai xa phau u ndo. BN dugc danh gia sau méi 3 thang hoac khi co
triéu ching cla bénh tién trién. Tiéu chudn chinh la thai gian s6ng thém bénh khéng tién trién
(Progression-Free Survival - PFS), ti [é dap Ung khach quan tai ndo (Objective Response Rate - ORR). Tiéu
chuén phu la ti 1& kiém soat bénh (Disease Control Rate - DCR), thai gian s6ng thém toan bd (Overall
Survival - 0S), tdc dung khéng mong muén cua gefitinib va xa phau u ndo. Két qud: Tudi trung binh cda
BN la 63,34 tudi. Pau nguc va dau dau la 2 triéu ching thudng gap nhat chiém lan luot la 62,9% va
65,7%. C6 48,6% BN di can ndo 16, 17,1% di can ndo 2 6 va 34,3% BN c6 3 6 di can. C6 57,1% s6 BN mang
doét bién gen EGFR loai mat doan trén exon 19 va 42,9% BN mang dot bién diém L858R trén exon 21.
ORR chung la 71,4% va DCR la 94,3%. ORR ndi so la 80% v&i 34,3% dap ung hoan toan. Trung vi PFS 13 +
0,92 thang, Trung vi OS la 22 + 5,8 thang. Khong c6 méi lién quan gidia thdi gian séGng thém vai vi tri dot
bién gen EGFR loai mat doan exon 19 va L858R va sé lugng 8 di can ndo. Tac dung khéng mong mudén
lién quan dén diéu tri gefitinib gap & 54,3% s6 BN, nhiéu nhat 1a néi ban véi 37,2%. C6 3 BN xuat hién
triéu chiing tang ap luc ndi so sau xa phau 48 gid, 5 BN xuat hién dong kinh va 2 BN sa sut tri tué trong
qua trinh theo déi sau diéu tri. Két ludn: Piéu tri gefitinib két hgp vdi xa phau tén thuong di can nao la
mot bién phap hiéu qué va an toan & bénh nhan ung thu phéi khéng té bao nho di can nao c6 dét bién
gen EGFR.

Ttrkhéa: Ung thu phéi khong té bao nh, di can nao, dot bién gen EGFR, gefitinib, xa phau di can nao.

Summary

Objective: To evaluate the results of treatment for patients with non-small cell lung cancer (NSCLC)
with brain metastasis (BM) harboring EGFR mutations using gefitinib combined with radiosurgery for
brain damage. Subject and method: Prospective study, longitudinal follow-up, 35 patients with NSCLC
with BM 1-3 lesions and EGFR mutations positive were treated by gefitinib combined brain radiosurgery.
Patients are evaluated every 3 months or when symptoms of disease progression occur. The main
criteria were progression-free survival (PFS), objective response rate (ORR) in the brain. Secondary
criteria were disease control rate (DCR), overall survival (OS), adverse effects of gefitinib and brain
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radiosurgery. Result: The average age of patients was 63.34 years old. Chest pain and headache were the
two most common symptoms, accounting for 62.9% and 65.7% respectively. There were 48.6% of
patients with 1 BM, 17.1% with 2 BMs and 34.3% of patients with 3 BMs. There were 57.1% of patients
carrying EGFR of exon 19 deletion mutation and 42.9% of patients with L858R point mutation on exon
21. The overall ORR was 71.4% and the overall DCR was 94.3%. Intracranial ORR was 80% with 34.3%
complete response. Median PFS was 13 £ 0.92 months and median OS was 22 + 5.8 months. There was
no relationship between survival and the location of EGFR mutations and the number of brain
metastasis. Adverse events related to gefitinib occurred in 54.3% of patients, the most common being
rash with 37.2%. There were 3 patients with symptoms of increased intracranial pressure 48 hours after
radiosurgery, 5 patients with epilepsy and 2 patients with dementia during post-treatment follow-up.
Conclusion: Gefitinib combined with radiosurgery for brain metastasis is an effective and safe measure in
patients with non-small cell lung cancer with brain metastasis harboring EGFR mutations.
Keywords: Non-small cell lung cancer, brain metastasis, EGFR mutations, gefitinib, radiosurgery.
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1. DAT VAN DE

Khodng 30-40% bénh nhan (BN) ung thu phdi
khong té bao nho (UTPKTBN) nhap vién khi da & giai
doan di can xa, c6 tién lugng rat xau, thoi gian séng
thém thudng ngén, thé trang yéu do triéu chiing tai
co quan ho hap hoac cac co quan cé ung thu di can
gay nén'. UTPKTBN c6 thé di can tdi bat ky vi tri nao
trén co thé, tuy nhién c6 mot s6 vi tri thudng gap
nhat, dé la ndo, xuong, gan, tuyén thugng than 2
bén, phéi va mang phdi, trong do, ti 1é di can nao
khoang 30-50% cac trudng hop”. BN UTPKTBN di can
nao co tién lugng rat xau, néu khéng dugc diéu tri,
thoi gian séng thém chi khoang 1-2 thang, néu chi
diéu tri triéu ching bang cach si dung corticoid
toan than két hgp véi xa tri toan nao, thai gian kéo
dai thém dugc 3-6 thang. Diéu tri hda chat déi véi
cac BN nay bi han ché rat I6n bsi héa chat khong
ngam qua dugc hang rao mau nao dé phat huy tac
dung, do do, thoi gian song thém clia bénh nhan
cling chi 4-12,6 thang®. Cac nghién ctu gan day cho
thdy, 8 BN UTPKTBN di can ndo c6 dot bién gen
EGFR, dac biét la dot bién nhay cdm thudc dich bao
gém dot bién mat doan exon 19 va dét bién diém
L858R cua exon 21, cac thudc Urc ché tyrosine kinase
(TKI) bao gbm ca 3 thé hé vai gefitinib, erlotinib cua
thé hé 1, afatinib thé hé 2 hay osimertinib thé hé 3
déu cb hiéu qua t6t khi dung don tri hoac két hop
VvGi xa tri 6 di can nao*®. Cac nghién clu cho thay,
khi két hop vdi xa tri, nhat la véi liéu > 10Gy lam thay
déi cau truc té bao & hé théng hang rao mau néo, do

dé cac loai thudc c6 phan ti nho hodc thuéce hoa tan
trong nudc co thé di qua dugc dé dang hon®. Tai Viét
Nam, cac thuéc TKI da dugc chi dinh kha réng rai
cho BN UTPKTBN giai doan tién xa c6 dot bién gen
EGFR c6 hodc khong kem theo di can nao. Trong do,
cac TKI thé hé 1 va 2 van la cac thudc dugc st dung
chd yéu dé diéu tri cho BN va cing da c6 mot sé
nhién ctu danh gia vé hiéu qua cia TKIthé hé 1,2 &
BN UTPKTBN giai doan tién xa” '°. Tuy nhién, nghién
clu danh gia riéng biét vé hiéu qua phéi hop diéu tri
dich véi xa phau ton thuong ndo & BN UTPKTBN di
can nao co6 dot bién gen EGFR con han ché. Muc tiéu
cUa nghién ctu nay la ddnh gid hiéu qua diéu tri
UTPKTBN di cdn ndo cé dét bién gen EGFR duong tinh
bdng gefitinib két hop xa phéu tén thuong di cdn ndo.

1. pOI TUQONG VA PHUONG PHAP
2.1. Béi tuong

Piéu tri gefitinib két hgp véi xa phau tén
thuong nao cho 35 bénh nhan ung thu phéi khéng
té bao nho di can ndo c6 dot bién gen EGFR thudng
gap tai Khoa NOi H6 hap - Bénh vién Trung uong
Quan doéi 108. Thai gian tién hanh thu thap sé liéu:
thang 01/2017 dén thang 12/2022. Thaoi gian két
thic nghién ctu va phan tich s6 liéu thang 10/2023.

Tiéu chudn lua chon:

BN trén 18 tudi.

BN dugc chdn doan xéac dinh UTPKTBN bang mo
bénh hoc.
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BN UTPKTBN di cdn néo tai thdi diém mdi dugc
chan doan va c6 triéu chiing than kinh, c6 chi dinh
xa phau.

C6 dot bién gen EGFR loai mat doan exon 19 va
doét bién diém L858R trén exon 21.

S8 lugng di can ndo khéng qua 3 tén thuong.

Néu tén thuong don doc, kich thudc ton thuong
khoéng qua 3cm.

BN c6 thang diém toan trang 3-4 diém, chi dinh xa
phau u ndo néu tinh trang nay do di can nao gay nén.

BN la phu n{: Pang khéng mang thai hodc cho
con bu, néu trong dé tudi sinh san phai st dung cac
bién phap tranh thai dén 6 tuan sau liéu diéu tri cuoi
cung clia qua trinh diéu tri.

DPongy diéu tri dich, xa phau tén thuong nao.

C6 thoéng tin day du (vé hanh chinh, tién can,
bénh s, kham 1am sang, cac théng s6 can lam sang
va chan doan hinh anh) cho dén khi két thuc nghién
ciu qua ho sa bénh an, thu tlr, goi dién thoai cho BN
va gia dinh BN.

Tiéu chudn loai trir

BN UTPKTBN khong cé di can nao.

BN khéng mang dét bién gen EGFR hodc mang
dot bién EGFR khéng thusng gap.

BN khoéng dugc diéu tri xa phau tén thuong nao.

BN da co6 xa phau hoac xa toan nao trudc dé.

BN da diéu tri thudc Uc ché diém kiém soat mién
dich trudc doé.

BN cé bang ching di Ung nang véi thuoc
gefitinib.

BN dang c6 dgt hoat déng cua virus viém gan B,
C Hiv.

BN c6 tién st bénh phdi ké hodc viém phdi do
xa truéc do.

BN c6 bach cau hat < 1,5G/I, hemoglobin <
90g/I, ti€u cau < 100G/l, ALT va/hoac ATS > 2,5 lan
gid¢i han binh thuong trén (Upper Limit of Normal)
néu khong cé di can gan va trén > 5 1an gi6i han
binh thudng trén néu c6 di can gan, bilirubin toan
phan > 1,5 lan gidi han binh thudng trén néu khéng
¢6 di can gan va > 3 lan gidi han binh thuong trén

néu cé di can gan hoac dudng mat, creatinin > 1,5
lan gidi han binh thuong trén.
BN khéng dong y diéu tri.

2.2. Phuong phdp

Thiét ké nghién ctru: Nghién cdu tién cliu, theo
doi doc, mau thuan tién.

Phuong phdp ddnh gid:

Panh gid tinh trang toan than theo ECOG
(Eastern Cooperative Oncology Group).

DPanh gia di can hach rén phdi, trung that va di
can phdi déi dién, di can gan, tuyén thuong than
bang CT nguc, 1/2 trén & bung.

Déanh gid di can ndo bang MRI so nado véi cac
dac diém tén thuong thudng ndm & vung tiép gidp
gilta chat trdng va chat xam, ngam thu6c dang vién
va c6 phu ndo xung quanh tén thuang''.

Chéan doan giai doan bénh theo Lién Uy ban
ung thu My (American Joint Committee on Cancer -
AJCC) phién ban 8, nam 2017.

Xét nghiém dot bién gen EGFR bang phuong
phap polymerase chain reaction (PCR) hodc xét
nghiém giai trinh tu gen thé hé mdi (Next-
Generation Sequencing - NGS).

DPanh gia dap ung véi diéu tri theo tiéu chuan
RECIST 1.1 (Response Evaluation Criteria in Solid
Tumors).

DPénh gia vé tac dung khong mong mudn theo
tiéu chuan cda Vién ung thu quéc gia My National
Cancer Institute Common Terminology Criteria for
Adverse Events - CTCAE) phién ban 5 - 2017.

Diéu tri, theo doéi va danh gia trong qua trinh
diéu tri:

Thudéc diéu tri: IRESSA 250mg cla Hang
AstraZeneca, mbi ngay uéng 1 vién, uéng nguyén
vién hodc dé vién thudc tu tan trong cdc nudc roi
uéng hoac bom qua sonde da day.

Xa phau u nédo vai BN ¢6 tir 1-3 tén thuong di
can. Cac BN dugc diéu tri chéng phu nao bang
corticoid trudc trong va sau xa phau u nao. Véi cac
BN c6 ECOG 4 diém, néu triéu ching khéng cai
thién, khong chi dinh xa phau u néo.
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Cac BN trong nghién ctru dugc diéu tri bang Hé
thong TrueBeam STx tai Khoa Xa tri - Xa phau, Bénh
vién TUQD 108, véi quy trinh xa tri dua trén hudng
dan ctia NCCN, ASTRO va da dugc Héi dong khoa
hoc clia Bénh vién TUQD 108 phé duyét.

Viéc diéu tri dich va xa phau dugc thuc hién
trong cung mot thai diém.

Bénh nhan dugc theo déi va danh gia moi 3
thang hoac khi c6 triéu ching cta bénh tién trién
bang kham lam sang, chup cat I&p vi tinh nguc -
bung, MRI so nao, xa hinh xuong.

Dung diéu tri dich khi bénh tién trién hodc tac
dung khéng mong muén muc dé nang, da diéu
chinh va diéu tri két hgp van khong gidm cac triéu
chiing hoac BN khong mudn tiép tuc diéu tri.

Cac BN tién trién sau diéu tri budc 1 duoc xét
nghiém cac dot bién gen khang thudc. BN sé dugc
diéu tri dich thé hé 3 néu cé T790M duong tinh,
hodc diéu tri theo két qua dot bién gen. BN khong
cb dot bién khang thuéc sé dugc diéu tri bang héa
chat hodc héa chat két hgp mién dich can ci theo
thé trang ngudi bénh.

Tiéu chuan danh gia dap ung diéu tri:

Ill. KET QUA

3.1. Ddc diém cia nhém bénh nhén nghién ciu

Tiéu chudn chinh: Thai gian séng thém bénh
khéng tién trién (Progression-Free Survival - PFS), ti
|6 dap ung khach quan toan than va tai nao
(Objective Response Rate - ORR).

Tiéu chudn phu: Théi gian séng thém toan bo
(Overall Survival), ti 1& kiém soat bénh toan than
(Control Disease Rate) va tac dung khéng mong muén.

2.3.Dao dirc nghién ciru

BN dugc lua chon diéu tri dich va xa phau tén
thuong di can ndo theo hudng dan cia NCCN,
ASTRO va dugc théng qua Tiéu ban Ung thu phdi -
trung that ctia Bénh vién Trung uong Quan doéi 108
trudc khi chi dinh diéu tri. Dé tai nghién ctu da dugc
théng qua bdi Hoi dong danh gia dé cuong dé tai
nghién ctu khoa hoc cap Bénh vién, va cé quyét
dinh giao nhiém vu dé tai tai s6 5913/Qb-BV108,
ngay 17 thang 12 nam 2020. BN dong y tham gia
diéu tri déu c6 don ty nguyén.

2.4. Xirly s6 liéu
SU dung phan mém SPSS 22.0. Thai gian s6ng

thém tinh toan dua vao phuong phap Kaplan-Meier.
Su khac biét c6 y nghia théng ké véi p<0,05.

Bang 1. Dac diém chung ctia nhém bénh nhan nghién ciu

Cac dac diém S6 lugng (n = 35) Tylé %

Tudi trung binh 63,34 + 12,3 (43-86)

<60 13 37,1
Phan bé dé tudi > 60 22 62,9

Nam 22 62,9
Gidi tinh

N 13 37,1

. , co 19 54,3

Tién s hut thuoc -

Khéng 16 45,7

A C6 ngudi ung thu phéi 2 57

Tién st gia dinh - — -

C6 ngudi ung thu khac 0 00

Ho khan 15 42,9
Triéu chiing lam sang Ho ra mau 9 25,7

Pau nguc 22 62,9

10



TAP CHI Y DUOC LAM SANG 108 Tap 19 - S6 5/2024 DOI: https://doi.org/10.52389/ydls.v19i5.2259

Cac dac diém S6 lugng (n = 35) Tylé %
Kho tha 2 57
Gay sut 10 28,6
Pau dau 23 65,7
Chéng mat 15 42,9
Liét 6 17,1
Non 6 171
Khéng triéu ching 0 0
16 17 48,6
S6 6 di can ndo 26 6 17,1
36 12 343
Dot biéh gen EGFR Mat doan exon 19 20 57,1
L858R 15 42,9

Do tudi trung binh cia BN 1a 63,34 tudi, cao nhat 86 tudi, thap nhat 43 tudi. Phan 16n BN c6 dé tudi tir 60
tra Ién va BN nam gidi chiém ti [& 62,9%. C6 45,7% BN khéng hat thuéc, 2 BN c6 tién st gia dinh c6 ngudi
mac UTP. Bau nguc va dau dau la 2 triéu chiing thudng gap nhat chiém 62,9% va 65,7% theo lan lugt. Khong
¢6 BN nao khéng co triéu ching khi nhap vién. BN ¢6 1 6 di can ndo chiém ti |é cao nhat vai 48,6%. C6 57,1%
s6 BN mang dét bién gen EGFR loai mat doan trén exon 19 va 42,9% BN mang dot bién diém L858R trén
exon 21.

3.2. Két qud diéu tri gefitinib két hop xa phau tén thuong di cén ndo

Bang 2. Dap (ing toan than va ndi so véi diéu tri (n = 35)

Pap Ung toan than Pap Ung ndi soi
Muic d6 dap ing - - - .
S6 luong (n = 35) Tilée % S0 luong (n = 35) Tilée %

Pap ung hoan toan 6 17,1 12 34,3
DPap tng moét phan 19 54,3 16 45,7
Bénh 6n dinh 8 229 7 20
Bénh tién trién 2 5,7 0 0
Pap ung khach quan 25 71,4 28 80
Ti I& kiém soat bénh 33 94,3 35 100

Dép Ung toan than: C6 6 BN chiém 17,1% dat dap Ung hoan toan, 54,3% BN dap (ng 1 phan va 22,9%
BN bénh 6n dinh. ORR la 71,4%, DCR |a 94,3%.

Dép tng ndi so: C6 12 BN chiém 34,3% dap Ung hoan toan, 45,7% dap ung 1 phan, khong c6 BN nao
ti€n trién bénh. ORR ndi so la 80% va 100% BN dat DCR néi so.

11
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Bi€u d6 4. Ma&i liéen quan gitra PFS (A), OS (B) vGi s6 6 di can néo (n = 35)

Trung vi PFS ctia nhém BN ¢6 1 6 di cdn ndo va nhdm c6 2-3 6 di can nao lan luot 1a 18 thang va 12
thang, p=0,25. Trung vi OS cia BN ¢6 1 & di can nao la 30 thang va trung vi OS clia BN ¢6 2-3 6 di can néo la
21 thang, p=0,57.
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Bang 3. Tac dung khéng mong muén

Tac dung khéng mong muén S6 lugng (n = 35) Ty lé %
Chung 19 54,3
Tatca 13 37,2
. PO 1 10 28,6
No6i ban -
b6 2 3 8,6
>do3 0 0
Tatca 3 8,6
bo 1 3 8,6
Tiéu chay -
P62 0 0
>do3 0 0
Tat ca 5 14,3
bo 1 3 8,6
Viém ké méng -
Do 2 2 5,7
>do3 0 0
Tat ca 5 14,3
Do 1 4 11,4
Chan an -
Do 2 1 2,9
>do3 0 0
Tatca 1 2,9
. bo 1 0 0
Tang men gan -
Do 2 1 2,9
>do3 0 0

Tac dung khong mong muén lién quan dén
diéu tri dich gdp & 54,3% s6 BN. Nhiéu nhat 1a noi
ban vai 37,2%, ti€p theo la viém ké moéng, tiéu chay,
chan an. C6 1 BN tang men gan do 2. Cac tac dung
phu lién quan dén xa phau: Khéng c6 BN nao ti
vong sau xa phau 48 gid. C6 3 BN xuat hién triéu
chiing dau dau va nén do phl néo tang lén sau xa
phau 48 gid. 5 BN xuat hién déng kinh va 2 BN sa sut
tri tué trong qua trinh theo déi sau diéu tri. Khéng
trudng hop nao phai ding thudc diéu tri dich vi tac
dung khéng mong muén. Khéng gap trudng hop
nao anh hudng dén tly xuong lam gidm hong cau,
bach cau, tiéu cau.

IV.BAN LUAN

VGi BN UTPKTBN di cdn nao c6 dot bién gen
EGFR, diéu tri dich két hgp hoac khong két hgp vai

Xa tri u ndo da dugc ap dung réng rai trong thuc
hanh 1am sang trén Thé giéi cing nhu & Viét Nam.
Tai Viét Nam, cac thé hé EGFR-TKI da duoc dua vao
thuc hanh thudng quy trong diéu tri cho d6i tugng
BN nay. Sau 6 nam, chung t6i ghi nhan cé 35 BN
UTPKTBN ¢6 1-3 & di can ndo va c6 dot bién gen
EGFR dugc diéu tri gefitinib két hgp xa phau tén
thuong di can nao. Tat ca cac BN vao vién déu céd
triéu chung Iam sang, trong d6, dau nguc va dau
dau la 2 triéu ching thudng gap nhat chiém 62,9%
va 65,7% theo lan luot. K&t qua clia ching to6i kha
tuong dong vai nghién clu ctia Pham Van Thai, dau
nguc 53,1%, ho khan 59,3%, héi ching tang ap luc
noi so 72,8%, liét 19,8%, sut can 38,3%'. Cac triéu
ching than kinh ndi tréi hon & BN UTPKTBN di can
nao la mot trong cac yéu t6 lam kéo dai thoi gian BN
dugc chan doan bénh, b&i nhiéu BN dugc chan doan

13
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va diéu tri theo huéng bénh ly than kinh trudc khi
dugc phat hién c6 tén thuang phdi va chup lai MRI
50 nao dé xac dinh lai tinh trang tén thuong nao sau
khi da chup CT so trudc d6. S6 lugng 6 di can nao
chiém ti 1& nhiéu nhat 1a 1 6 véi 48,6%, tuy nhién, cac
BN nay & di can c6 kich thudc 16n va gay phu nao
xung quanh do d6 van dugc chi dinh xa phau dé
ki€m soat triéu chiing tai ndo thay vi chd tac dung
cda thuéc TKI. Trong nghién cdru ctia Brown PD va
cdng su, 8 nhom BN dugc diéu tri xa phau don
thuan, s6 lugng BN c6 1 6 di can ndo chiém nhiéu
nhat vai 49,5%, ti€p theo la BN ¢6 2 6 di can, chi ¢6
15,3% s6 BN ¢6 3 6 di can nao". Nghién ctu cla
Pham Van Thai ciing c6 51,9% s6 BN c6 1 6 di can
nao, va chi ¢4 16% cé 3 6 di can duoc diéu tri
gamma Knife',

Danh gia vé dap ung toan than, ching toi cé
ORR la 71,4% va DCR la 94,3%, vé&i 17,1% BN dat dap
(ing hoan toan. Vé dap ung ndi so tai ndo, ching toi
ghi nhan cé 34,3% BN dap ung hoan toan va khéng
¢4 BN nao tién trién bénh tai nao, ORR ndi so 1a 80%.
K&t qua cla chung t6i cao hon nghién ctu héi ctu
clia Zhang Q va céng su & 43 BN UTPKTBN cutia Trung
Qudc di can nao c6 dot bién gen EGFR, diéu tri bang
gefitinib hodc erlotinib, két qua ORR noi so la 57%,
DCR la 91%'*. Tuy nhién, trong mét nghién ctiu pha
Il c@ia luchi T va cdng su nam 2013 & 41 BN ung thu
biéu mé tuyén di can nao tai Nhat Ban vaéi 20 BN
dugc xa phdu hodc xa toan nao cho thdy, ORR tai
nao lén tGi 87,8% vai 13% dap ting hoan toan'. Mac
du trén moét co mau chua nhiéu, tuy nhién két qua
cUa cac nghién cdu nay ciing da cho thay hiéu qua
cla gefitinib & BN UTPKBTN di can ndo, c6é hoac
khoéng cé diéu tri xa tri u ndo két hgp. ORR va DCR
ndi so trong nghién cdu cda chung tbi cao hon céc
nghién ctu nay dugc gidi thich do hiéu qua cua su
ph8i hgp gilta xa phau tén thuong néao vai diéu tri
dich. Trong mot nghién ciu gan day, danh gia vé
hiéu qua cta xa phau déi véi BN UTPKTBN di can
nao da & (2-15 8) & 34 BN, tac gid Nguyén Anh Tuén
va cOng su tai Bénh vién TUQD 108 ghi nhan ORR
nodi so la 79,4%'. Két qua nay mac du thap hon
nghién ctu cia chiing t6i 1 chit do ching téi chi lua
chon BN ¢4 t6i da 3 6 di can nao, tuy nhién c6 thé
thay dugc hiéu qua clia xa phau trong viéc tang hiéu
qua dap ung ndi so.

14

Trung vi PFS trong nghién ctu cla chung toi la
13 thang vdi 1/4 s6 BN chua tién trién bénh tai thai
diém 2 nam va trung vi OS la 22 thang. Két qua vé
trung vi PFS clia ching téi tuong tu két qua phan
tich trén nhém BN chau A trong nghién cuu
FLAURA, 8 nhém BN di can ndo dugc diéu tri bang
erlotinib hoac gefitinib, trung vi PFS la 13,8 thang"’.
Tuy nhién két qua nay thap hon trong nghién ctu
cda luchi T va cdng su vé hiéu qua clia gefitinib & BN
UTPKTBN di can néo, véi trung vi PFS 1a 14,5 thang™.
Cac nghién ctu cling chi ra rang viéc két hgp xa tri
ton thuong nao vai diéu tri gefitinib lam tang ti 1&
déap Uing tai nao, thai gian tién trién ndi so cling nhu
trung vi OS so véi diéu tri bang gefitinib don
thuan'. Hiéu qua cla diéu tri dich két hgp véi xa
phau tot hon so vai xa toan nao két hgp diéu tri dich
c6 thé dugc gidi thich do s lugng 6 di can nao
trong chi dinh xa phau it hon so véi xa toan nao, do
do6 gidm génh nang triéu chiing gay nén cho ngudai
bénh, bén canh do, xa phau u nao véi viéc tap trung
liéu xa tai vi tri tén thuang sé gitp hiéu qua kiém sat
tai ché t6t hon so véi xa toan nao khi chum tia xa
dugc chiéu 1én toan bé nhu mé nao.

Dénh gia vé méi lién quan gilra tinh trang dot
bién gen véi PFS va OS, luchi T va cdng su thay rang,
BN mang dot bién gen EGFR loai mat doan & exon
19 ¢6 trung vi PFS noi so dai hon cé y nghia théng
ké so vai BN mang dot bién diém L858R vai p=0,003,
déng thdai, trung vi OS la 30,3 thang d6i vsi nhom
BN c6 dot bién mat doan exon 19, dai hon so vdi
nhom BN mang dét bién diém L858R la 19,8 thang
vGi p=0,025". Két qua trong nghién ciu nay, ching
toi thdy rang, trung vi PFS clla BN mang dot bién
mat doan exon 19 va dét bién diém L858R la bang
nhau, trong khi d6, trung vi OS ctia BN mang dot
bién mat doan exon 19 xu huéng dai hon so véi
nhom BN con lai, tuy nhién, su khac biét khéng cé y
nghia théng ké véi p>0,05. Vé anh hudng cla s6
lugng 6 di can ndo dén thai gian séng thém cua
ngudi bénh, ching t6i khong thay su khac biét cé y
nghia théng ké ca vé PFS va OS gitanhd6m BN ¢c6 1 6
di cdn nédo so va&i nhdm c6 2-3 8 di can ndo, mac du
BN di cadn ndo 1 & c6 trung vi PFS va OS dai hon so
vGi cac BN con lai. Két qua cla ching téi tuong tu
nhu nghién ctu ctia Zhu Q va céng su cho thdy, du
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BN ¢6 di can ndo > 3 6 hay 1-3 § déu nhan dugc lgi
ich khi két hgp TKI va xa tri nao'®.

Mot van dé dang quan tam khac khi két hop
diéu tri dich va xa tri tén thuong di can nao dé la liéu
viéc két hop nay cé lam tang ti 1& cac tac dung
khong mong mudn hay khong. Tuy nhién, ching toi
thay rang, du két hop thém xa tri cting khong lam
tang ti I& cac tac dung khdng mong muén dac biét
la n6n hay chan an. Cac tac dung phu nay c6 thé
xuat hién do pht nédo tang Ién trong qua trinh xa tri.
Tac dung khong mong mudn lién quan dén diéu tri
dich chung t6i gap & 54,3% s6 BN, nhiéu nhat la ndi
ban véi 37,2%, ti€p theo la viém ké mong, tiéu chay,
chan an, c6 1 BN tang men gan d6 2. Lién quan dén
xa phau, c6 3 BN xuat hién triéu ching dau dau va
noén do phu ndo tang Ién sau xa phau 48 gid, 5 BN
xuat hién dong kinh va 2 BN sa sut tri tué trong qua
trinh theo doi sau diéu tri. Cac tdc dung khéng
mong muon nay déu ty hét hoac sau khi dugc diéu
tri ndi khoa, van dé chéng phu nao da dugc kiém
soat tot trong qua trinh diéu tri. Ching téi khéng cé
trudng hop nao phai ding thuéc diéu tri dich vi tac
dung khéng mong mudn. Trong nghién ciu nay,
chung t6i cing chua ghi nhan trudng hgp nao c6
tinh trang hoai t ndo sau xa phau. Két qua nay
tuong tu ti Ié cac tdc dung khong mong mudn
thudng gap khi dung gefitinib don tri*°.

V. KET LUAN

Diéu tri gefitinib két hogp v6i xa phdu tén
thuong di can nao la mét bién phap hiéu qud &
bénh nhan ung thu phoi khéng té bao nho di can
nao c6 doét bién gen EGFR vai ti 1é dap ung khach
quan chung la 71,4%, ti 1&é dap Ung khach quan ndi
so la 80%, trung vi PFS la 13 thang va trung vi OS la
22 thang. Bong thai, viéc két hgp diéu tri nay khong
lam tang ti & cac tac dung khdng mong mudn so véi
diéu tri gefitinib don tri.
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