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ABSTRACT

Objectives: Large brain metastases are defined as tumors with a diameter = 3 cm or a volume 2
10 cm3. Large brain metastases are known to be a poor prognostic factor, and there is currently
no optimal treatment. Many studies of staged radiosurgery for large brain metastases have shown
high local control rates. The study aimed to evaluate the results of local control of large brain
metastases in patients with non-small cell lung cancer using Gamma Knife radiosurgery.

Methods: We analyzed 97 patients with non-small cell lung with large brain metastases from July
2019 to November 2025. Selected patients have brain metastases from 1 to 3 tumors, including
lesions with the largest diameter > 3cm (or volume = 10 cm?®), KPS score = 60. Patients were
treated by stereotactic radiosurgery using Leksell Gamma Knife ICON unit (Elekta AB). Large brain
metastases were radiosurgery with a dose of 12 Gy x 2 fractions. The remaining tumors were dosed
based on the RTOG 9005. Patients were assessed for clinical symptoms and imaging response
according to RANO criteria at 6 months intervals.

Results: In our study, the volume of large brain metastases decreased significantly between the
two fractions (p < 0.005). The local control rate of large brain metastases at 6 months was 91.8%.

Conclusion: Staged Gamma Knife radiosurgery has shown promising local control for large brain
metastases in patients with non-small cell lung cancer.
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KET QUA KIEM SOAT TAI CHO KHOI DI CA‘N NAO LO'N TREN BENH NHAN UNG
THU PHOI KHONG TE BAO NHO BANG XA PHAU GAMMA KNIFE

Phan Thanh Duong, Nguyén Burc Lién
Bénh vién K Tan Tridu - S6 30 Cau Buou, phudng Thanh Liét, thanh phd Ha Noi, Viét Nam

Ngay nhan bai: 22/12/2025
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TOM TAT
Muc tiéu: Khéi di can ndo l&n dugc dinh nghia la kh6i u ¢6 dudng kinh = 3 cm hodc thé tich = 10
cm?. Khéi di can néo lon dugc biét dén la yéu t6 tién lugng xau, va hién nay chua cé phuong phap
diéu tri t8i wvu nao Nhiéu nghién ctu xa phau phan liéu u ndo di can kich thudc l&n cho thay ty &
kiém soat tai chd cao. Nghién cttu nhdm muc tiéu danh gia két qua kiém soat tai chd khéi di can
nao l&n trén bénh nhan ung thu phdi khong t& bao nhé bang xa phau Gamma Knife.

D4i twgng va phwong phap nghién ciru: Chung téi ti€n hanh nghién clru trén 97 bénh nhan ung
thu phéi khdng té bao nhé di can néo Ldn tir thang 7/2019 dén 11/2025. Bénh nhan dugc lua chon
dicannéotlr1-3 6, trong do co tdn thuong cé dudng kinh l&n nhat > 3cm (hodc thé tich = 10 cmd),
chi s& toan trang Karnofsky = 60. B&nh nhan dugc xa phau bdng mdy Gamma Knife thé hé Icon Khéi
di can nao kich thudc 6n > 3cm dugc xa phau lidu 12 Gy x 2 phan lidu. Céc khéi con lai kich thudc
< 3 cm dugc chi dinh lidu dua theo nghién ciru RTOG 9005. Bénh nhén dugc danh gia dap ng triéu
chirng ldm sang va hinh &nh theo tiéu chudn RANO tai cac thdi diém 6 thang.

K&t qua: Trong nghién cltu clia chung téi, thé tich khdi di can n&o l&n giam dang ké giira 2 phan ligu
(p <0,005). Ty l& kiEm so4t tai chd khéi di can ndo (6n tai 6 thang 1a 91,8%.

Két luan: Xa phau Gamma Knife phan lieu budc dau cho thay kha nang kiém soat tai chd kha quan

d&i vGi khoi di can ndo l&n trén bénh nhan ung thu phdi khdng té bao nho.

Tir khéa: xa phau, di can ndo l6n, ung thu phéi, kiém soat tai ché.

1. DAT VAN BPE

Ung thu phéi la mét trong nhirng bénh 4c tinh hay gap nhat
va la nguyén nhan tirvong do ung thu hang dau trén thé gisi'.
DPac diém cuia ung thu phéi tién trién 1a thudng di can néo,
trong dé khoang 10% bénh nhan ung thu phéi khdng té bao
nhd dugc chan dodn giai doan tién trién cé di can néo? Dua
theo duding kinh hoéc thé tich, khdi di can ndo 6n dugc dinh
nghia la khéi u c6 dudng kinh = 3 cm hodc thé tich= 10 cm®.
Khai di can néo lén dugc biét dén la yéu to tién lugng xau, va
hién nay chua cé phuong phéap diéu tri t6i wu nao. Trude day,
véi tén thuong di can L6n, néu du kha nang phau thuat, phau
thuéat k&t hgp vdi xa tri bd trg sé gitp gidm hoi &ng khaéi, cai
thién triéu chirng than kinh. Trong trudng hgp khéngthé phau
thuat, xa toan ndo dugc chi dinh nhdm diéu tri triéu ching.
Tuy nhién, xa toan ndo thudng kém hiéu qua trong kiém soét
tai ché vdi khéi di can ndo l6n. Xa phau nao dugc dé xuat boi
Leksell trong nhitng nam 1950s. Nhiéu nghién cltu trén thé
giGi cho thay diéu trj t6n thuong di can ndo bang xa phiu cé
nhiéu uu diém gitp kiém soat tai chd, cai thién triéu ching,
kéo dai thai gian séng thém va gidm céac doc tinh trén té€ bao
lanh. Tuy nhién, déi véi khéi u ndo kich thudc l6n, xa phau
don phan lidu cho thay ty |& kim sot tai chd kém (dao dong
khoang 45%) va nguy ca hoai tlr ndo cao. Vi vay chién lugc

*Tac gia lien hé

xa phau phan lidu dugc dua ra nhu mét giai phap hiéu qua
d6i v6i khéi u ndo di cdn I6n vdi ty 1é kiém soat tai chd sau 1
nam dat 76 — 87%* 5 Tai Viét Nam, xa phau ciing da dugc
Ung dung diéu trj cac tén thuong di cdn nao, trong dé co xa
phau phan liéu d8i v6i khéi di cdn ndo l&n. Tuy nhién, hién
nay, chua cé nghién cliu trong nuéc nao vé két qua xa phau
ung thu phdi khéng t& bao nho di cdn ndo lén. Do do, ching
t6i thuc hién dé tai nay nham danh gia két qua kiém soét tai
chd khéi di can n&o l6n trén bénh nhan ung thu phéi khdng
t& bao nho béng xa phau Gamma Knife.

2. pOI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1 Déi twgng nghién ciru

2.1.1 Tiéu chudn lu'a chon

- Cac bénh nhan dugc chan doén xac dinh & ung thu phdi
khéng t& bao nhoé bang mé bénh hoc.

- Chan doan di can néo dya trén hinh 4nh céng hudng tir
ho&c cét l6p vi tinh.

-S8 6 dicannao 1-38, trong d6 cé tdn thuong cé dudng
kinh l&n nhat > 3 cm (hodc thé tich = 10 cm?).
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- Khong c6 dot bién gen EGFR hodc khéng lam xét nghiém
phén tich dot bién gen trudc diéu tri

- Chi s6 toan trang Karnofsky = 60 hodc chisé PS=0; 1; 2
theo thang diém ECOG

2.1.2 Tiéu chuén loai trcr

- Bénh nhan da dugc xa toan nao trudc do.

- Bénh nhan da dugc phau thuat ldy khdi u ndo di can.

- Bénh nhan cé cac bénh ung thu khac kem theo hoac
bénh cé&p va man tinh tram trong c6 nguy co 't vong gan.
2.1.3 Thoi gian va dia diém nghién ciu

- Thoi gian nghién cliru: Tirthang 7 nam 2019 dén thang 11
nam 2025

- Pia diém nghién ctu: Bénh vién K.

2.2 Phuwong phap nghién ctru

2.2.1 Thiét ké nghién ctru:

- Thiét k& nghién clru: Nghién clru mé ta

2.2.2C&méu

-C&mau: thuantién

- Trong nghién cttu. ching toi da thu thap dugc 97 bénh nhan.
2.2.3. Cédc budc tién hanh

- Bénh nhan dugc kham ldm sang, can lam sang trudc
diéu tri.

- Bénh nhan dudgc diéu tri xa phau bang hé théng méy xa
phau Leksell Gamma Knife ICON (Elekta AB, Thuy Dién).

- Lap k& hoach diéu tri: vé tén thuong u, dat shot. Thé tich
u dugc xac dinh bang thé tich thuc do bang phan mém lap
ké& hoach Leksell Gamma Plan 11.0

Kh&i di can néo kich thudc l&n > 3cm dugc xa phau 2 phan
lidu: 12 Gy x 2 phan liéu, cach nhau 2 tuan.

Cac khai u con lai kich thudec < 3 cm, liéu diéu tri: dua
theo nghién ciru RTOG 90-05 tuy theo s6 lugng, vi tri, kich
thudc u

<2cm:20-24 Gy
2-3cm: 18-20 Gy

- Bénh nhan duoc diéu tri hod chat sau xa phau theo phéac
do hoa chéat bo déi platin: Paclitaxel — Carboplatin hoac:
Pemetrexed - Cisplatin.

- Bénh nhan duogc danh gié dinh ky mbi 3 thang.

2.2.4. Céc chi s6 danh gig

-Danh gia sy thay déi thé tich khéi di cén ndo Ldn gitra cac
phan liéu

+Thé tich u trudc diéu tri.

+ Thé tich khdi u tai thoi diém phan liéu 2.

- Pap ¢ng tai u: dya theo tiéu chudn RANO (Response
Assessment in Neuro-Oncology).

+Péap Ung hoan toan: cac tén thuong bién mat, khéng can
st dung corticosteroid, t6n thuang khdng phai dich bién
méat + tinh trang ld&m sang 6n dinh hoac cai thién.

+ Dap ting mot phan: giam = 30% téng kich thudc clia cac
tén thuong dich + céac t6n thuong khéng phai dich khéng
tién trién + st dung corticosteroid gilt nguyén hoac giam +
tinh trang ldm sang 6n dinh hoac cai thién
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+ Bénh 8n dinh: tén thuong dich gidm dudi 30% hodc ting
khéng quéa 20% tén kich thudc + t8n thuong khong dich
khoéng tién trién + st dung corticosteroid gilr nguyén hodc
gidm + tinh trang ld&m sang én dinh ho&c cai thién.

+Bénh tién trién: cé mot trong céc yéu t6 sau: ting = 20% téng
kich thudc céc tén thuong dich, t6n thuong khéng phai dich tién
trién, xuét hién tn thuong mdi, tinh trang ldm sang xau hon.

-Tén thuong dich dugce dénh gid la tén thuong dicdn ndo cé
kich thudc lon > 3 cm (hodc thé tich > 10 cc). Trong trudng
hgp ddi tugng nghién cltu c6 > 2 tén thuong di can néo L6n,
tén thuong dich dugc dénh gia doc lap trén tirng khai u.
2.3. Xt ly sé liéu

- Cac théng tin dugc ma hod va xt ly bang phan mém
SPSS 20.0.

- M6 ta: Trung binh, trung vi, dé léch chuan, gia tri min, max.
- Sy thay d6i thé tich giita hai phan liéu kiém dinh bang
T-test cap doi.

- So sanh céac ty l&: Sir dung test Chi-square

- C4c so sanh cé y nghia thong ké vdi p < 0,05.

2.4.Pao dirc ctia nghién ctru

- Lgi ich clia nghién clru: Cac bién phap diéu tri trong
nghién ctru da thir nghiém lAm sang tai nhiéu trung tdm
&N trén thé gidi va dugc ap dung réng rai & nhiéu nudc.
Phuaong phap diéu tri ndy muc dich kiém soat bénh tét, cai
thién triéu chirng, ndng cao chét lugng cudc séng va kéo
dai thoi gian séng thém cho bénh nhan.

- Tinh tw nguyén: T4t ca cac bénh nhan trong nghién clu
déu hoan toan tu nguyén tham gia. Nghién ctu chi nham
muc dich nang cao chat luong diéu tri, khéng nhdm muc
dich nao khac. Tat ca cac théngtin chitiét vé bénh tat, cac
thong tin ca nhan clia ngudi bénh dugc bao mat théng
qua viéc ma hda céac sé liéu trén may tinh.

- Nghién clru dugc thong qua hoi dong dao dirc theo gidy
chirng nhan sé 1400/BVK — HDDD ngay 28/04/2025

3.KET QUA
3.1Pac diém bénh nhan

Bang 1. Pac diém bénh nhan

Bién s Két qua
Téng s8 bénh nhan 97
Tuéi
Trung binh 60,27 +9,1
Dao déng 35-83
Giai
Nam 82 (84,5 %)
NG 15 (15,5 %)

Triéu chirng than kinh

Pau dau
Liét nlra nguoi

66 (68,0%)
33 (34,0%)

Choéng mat
Co giat

38 (39,2%)
7(7,2%)
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Bién sé K&t qua

Chi s8 Karnofsky

>80 66 (68,0%)

<70 31(32,0%)
S6 6 dicannéo

18 67 (69,1%)

28 24 (24,7%)

38 6 (6,2%)

Thé tich khéi di can néo lén

Trung binh
Dao dong

19,74 £7,32
10,008 - 38,753

Vitriundo dican lén

Thuy trdn 17 (17,5%)
Thuy dinh 34 (35,1%)
Thuy chdm 19 (19,6%)
Thuy thai duong 9 (9,3%)
Tiéu nao 16 (16,5%)
Khac 2(2,1%)

Nhén xét: Tudi trung binh nhdm nghién cttu 14 60,27 = 9,1.
Ty l& nam / n(¥ la 5,47. Dau dau la triéu ching thudng gap

nhat (68%). Pa s6 bénh nhan

c6 chi s toan trang Karnofsky

=80 (68,0%); 67 bénh nhan (69,1%) di cdn ndo don 8. Vi tri di
cannao lén chiyéu la ban cau daindo 2 bén (chiém 83,5%).
Thé tich khdi di can néo kich thuc l6n trung binh 14 19,74 £ 7,32,

3.2 K&t qua diéu tri

3.2.1 Su'thay d6i thé tich khéi u di cdn ndo 16n giita 2 phén ligu

45
40
35
30
25

o

-|- HFri

20

-

X BFr2

15

Theé tich (cc)

10
5
0

1

Biéu dd 1. Sy thay ddi thé tich khdi u di can néo L&n gilra

2 pha
Nhan xét: Thé tich khdi u na
liBu 2 gidm dang ké so vdi ph
y nghia thong ké.
3.2.2 Két qué dap ung

n lieu
o di can kich thudc l&n phan
an lidu 1, vdi su khac biét co

3.2.2.1 Sy’ thay déi triéu ching ldm sang

Bang 2. Sy'thay déi t

riéu ching ldm sang

K&t qua dap tng N Ty L& (%)
Khéng thay déi 21 21,6
Caithién 66 68,1
Tién trién 10 10,3
Tong 97 100

Nhan xét: Tai thdi diém 6 thang sau diéu tri, ty & kiém
soat triéu chirng ldm sang than kinh dat 89,7%.

3.2.2.2 Két qua dap tng

Bang 3. Két qua dap ng tai khéi u di can néo Lon tai
th&i didm 6 thang

K&t qua dap trng n %
Hoan toan 0 0
Mot phéan 38 39,2

Gilr nguyén 51 52,6
Tién trién 8 8,2

Nhan xét: Tai thoi diém 6 thang sau diéu tri, ty 1& kiém
soat khdi u di cadn ndo l&n dat 91,8%.

4. BAN LUAN

Céc chién lugc chinh diéu trj di cdn ndo bao gom phau
thuat, xa toan ndo va xa phau, don thuan hodc két hop.
Cho dén nay, chién lugc diéu tri ndo a téi wu con nhiéu
tranh cai. Khéi u néo kich thudc l&n rat kho diéu tri bang
xa phau don phan lieu do khé khan trong viéc can moét
lidu tuong ddi cao dé kiém soat khdi u trong khi can giam
liéu cho m6 néo lanh xung quanh. Nam 2009, Higuchi va
cong sy da moé ta mot phuong thire diéu tri mdi bao gom
xa phau 3 phan lidu cho thay két qua kha quan®. Phuong
phép nay cung cap mot khoang thoi gian gilta cac giai
doan cho phép céac khéi u dép (ng, dan dén dién tich diéu
tri nhd hon & céc giai doan ti€p theo do khai u co lai; dong
thoi t€ bado mé nédo lanh chiu liu dudi ngudng gay chét
va co thoi gian phuc hoi tao diéu kién giam doc tinh than
kinh. Viéc xac dinh mé hinh diéu tri phan liéu téi wu doi
hoi sy can béang gilra ty & dap (ng va nguy co gap bién
chiing. Su can bang ly twdng nay van chua rd rang, va cac
phac do diéu tri xa phau phan lidu thé nao (a t8i uu van
con nhiéu tranh luan. Tuy nhién, mot sé phac dé phan liéu
khac nhau da dugc chirng minh mang lai hiéu qua kiém
soat khéi u tai chd t6t véi nguy co hoai t& do xa tri thap
trong viéc diéu tri di can nao kich thudc Ll&n. Trong nghién
ctu, chung t6i luva chon xa phau 2 phan lidu véi khoang
céch gilra 2 phan lidu la 2 tuan. Tai thoi diém diéu tri phan
lidu 2 so véi thai diém didu tri phan lidu 1, Thé tich khéi u
nao kich thudc l&n tai thdi diém diéu tri phan lidu 2 giam
dang ké so vdi tai thgi diém diéu tri phan lidu 1 vdi thé
tich giam trung vi la 3,2 cc. Khi phan tich theo ty & phan
trdm, ching téi nhan th&y thé tich khéi u giam trung vi la
15,7%, l&n nhat 14 80,7%. K&t qua nay tuong tu vdi két qua
clia cac nghién clru khac. Nghién clru clia Angelov trén
54 bénh nhan u nao kich thudc l6n trén 2cm, xa phau 2
phan lidu v6i khoang cach trung vi la 34 ngay, thé tich khoi
u gitra 2 phan liéu giam khoang 54,9% (dao dong -98,2%
dén 66,1%, p < 0,001)°. Nghién ctru clia Borius trén 39
kh&i u ndo kich thudc Lén xa tri lidu 12 Gy véi khoang cach
2 tuan, thé tich tén thuong giam gitra 2 phan liéu trung
binh la 29%°.

Trong nghién cltu, tai thdi diém 6 thang, c6 66 bénh nhan
(68,1%) cai thién céac triéu chirng than kinh; 21 bénh nhan
(21,6%) khong thay déi triéu ching dang ké; ty & kiém

3 Crossrefd 13




P. T. Duong, N. D. Lien / Vietnam Journal of Community Medicine, Vol. 67, Special Issue 6, 10-14

soat triéu chirng dat 89,7%. Chung toi 4p dung tiéu chuén
RANO dé danh gia dap (ng khach quan clia khéi u. Qua
phan tich, tai thai diém 6 thang, ddi véi khdi u di can néo
kich thudc Lén, c6 38 bénh nhén (39,2%) déap &ng 1 phan,
51 bénh nhan (52,6%) u gilr nguyén va 8 bénh nhan (8,2
%) u tién trién. Nhu vay, ty |8 kiém soét khdi u di can ndo
kich thudc tai thgi diém 6 thang la 91,8%. K&t qua nay
cling tuang tu két qua nghién cltu clia cac tac gia khac.
Theo céc nghién cltu da béo céo, ty & kiém soat tai thoi
diém 1 ndm khéi u ndo di can kich thudc [6n bang xa phau
phan lieu dao déng tir 64 % dén 100%. Nghién cltu cua
Angelov trén 54 bénh nhan cho thay ty (& kiém soat tai chd
tai 6 thang la 88% °. Cac tac gia Yomo va Hayashi da cong
bd Mot nghién clru trén 58 bénh nhan c6 61 khoi di can
néo kich thudc lén diéu tri xa phau 2 phan ligu vdi khoang
cach 3 - 4 tuan cho thay ty l& kiém soat khéi u tai ché tai
6 thang va 12 thang la 85% va 64%*. Serizawa va cong su
da tién hanh loat nghién clru l&n nhat vé di cén néo kich
thudc 16n dugc diéu tri bdng xa phdu Gamma Knife phan
doan’. Nghién clru hoi cltu da trung tdm nay bao gom 212
bénh nhan diéu tri 3 phan liéu (9 - 11 Gy x 3) hoac 2 phén
lieu (11,8 -14,2 Gy x 2). Khéng c6 su khac biét dang ké vé
thdi gian s6ng thém toan bd, ty (& kiém soat khéi u hodc
céc tac dung khéng mong mudn nghiém trong lién quan
déntiaxa. Ty |& tién trién khdi u lan luwot 13 21,6% va 16,7%
& nhém 3 phéan lieu va nhém 2 phén liéu nhung sy khac
biét nay khong cé y nghia thong ké. Mot nghién ctiu lén
khac cla Ito va cong su trén 182 khdi di can n&o L&n trén
ba loai ung thu chinh dugc xa phau bang xa phau 2 phan
liéu, vdi lieu trung vi 13 Gy, cach nhau trung binh 3 tuan®.
Ty & tién trién tai chd dugc bdo cdo 14 26,2%.

Nghién clfu ctia ching téi cling c6 phan han ché la nghién
cttu don trung tdm, déi tugng nghién ciru dugc chon loc 1a
mot nhdm nho va thoi gian nghién clru chuwa da dai, khong
c6 nhém chiing so sanh vdi xa toan néo, hodc phau thuat
hoac xa phau don phan lieu nén két qua nghién ctu chua
dd dé dai dién cho tat cd bénh nhan ung thu phdi khong té
bao nhé di can nao kich thudc lén.

5. KET LUAN

Xa phdu Gamma Knife phan lidu l& mét luwa chon kha thi
buéc dau cho thay ty & kiém soat tai chd cao thuan Lgi
& bénh nhan ung thu phéi khéng t& bao nhdé di cdn nao
l&n dugc chon loc. Can nghién cliru theo doi dai han va cé
phan tich yéu t6 tién lwgng dé danh gia day du hon.
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