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TOM TAT

Dét van dé: Xa tri toan b6 ndo (WBRT) la phuong phap diéu tri phd bién cho bénh nhén ung thu phéi khéng té bao
nhé (UTPKTBN) c6 di cdn néo. Khi tién luong séng duoc cai thién, déc tinh mudn nhw suy gidm nhén thirc ngay cang
duoc quan tam. Nghién ctru nhdm danh gia mirc dé suy gidm nhén thirc sau WBRT va xéc dinh céc yéu t6 lién quan.

Déi twong, phwong phap: Nghién ctru thuén tép (tién ciru) trén 61 bénh nhén UTPKTBN di cén ndo diéu tri WBRT
tai Bénh vién Quan y 175 tir 5/2024 - 5/2025. Chirc ndng nhén thirc duoc danh gié bang thang diém MMSE tai 4 thoi
diém: truéc xa tri, sau 2, 4 va 6 thang. Phan tich méi lién quan gitra mirc dé suy giam nhén thirc va céc yéu tb 1am sang.

Két qua: biém MMSE trung binh gidm theo thoi gian (ttr 27,11 + 1,97 xubng 22,30 + 2,67 sau 6 thang; p < 0,001).
Tai mbc 4 thang, céc yéu tb lién quan dén suy gidm nhan thirc gém: tén thuong hdi hdi ma (p = 0,04), khéng dung
memantin (p = 0,03), va tién trién tai ndo (p = 0,03). Tai mbc 6 thang, memantin tiép tuc cho thdy hiéu qué béo vé ré
rét (p < 0,01).

Két luan: WBRT gay suy gidm nhén thirc tién trién & bénh nhan UTPKTBN c6 di cdn ndo. Viéc st dung memantin
buéc dau cho théy cé tiém ndng béo tén chirc ndng nhén thirc. Can trién khai danh gia nhén thire dinh ky va cé thé
héa diéu tri trong thuc hanh Iém sang.

Ttr khéa: Suy gidm nhan thirc, Xa tri toan bé ndo, Di cdn ndo, Ung thw phéi khéng té bao nhd.

ABSTRACT
NEUROCOGNITIVE DECLINE AND ASSOCIATED FACTORS FOLLOWING WHOLE-BRAIN RADIOTHERAPY IN
PATIENTS WITH BRAIN METASTASES FROM NON-SMALL CELL LUNG CANCER

Pham Thanh Luan’, Nguyen Thi Hien’, Nguyen Thanh Cong’, Nguyen Dinh Dam’, Nguyen Thi
Yen Nhi', Luu Thi Ngoc Minh’, Pham Duc Luong?

Background: Whole-brain radiotherapy (WBRT) remains a common treatment for patients with brain
metastases from non-small cell lung cancer (NSCLC). As overall survival improves, late toxicities such as
cognitive decline are receiving increasing clinical attention. This study aimed to assess the degree of cognitive
impairment following WBRT and identify associated clinical factors.

Methods: A prospective cohort study was conducted on 61 patients with brain metastases from NSCLC who
received WBRT at Military Hospital 175 between May 2024 and May 2025. Cognitive function was assessed
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using the Mini-Mental State Examination (MMSE) at four time points: before WBRT, and at 2, 4, and 6 months
post-treatment. Associations between cognitive decline and clinical factors were analyzed.

Results: The mean MMSE score declined progressively over time, from 27.11 + 1.97 at baseline to 22.30

+ 2.67 at 6 months (p < 0.001). At 4 months, hippocampal metastasis (p = 0.04), absence of memantine use (p

= 0.03), and intracranial progression (p = 0.03) were significantly associated with cognitive decline. Memantine

demonstrated a clear protective effect at 6 months (p < 0.01).

Conclusions: WBRT induces progressive cognitive decline in patients with NSCLC and brain metastases.

The use of memantine shows initial potential in preserving cognitive function. Routine cognitive assessment and

individualized treatment strategies should be implemented in clinical practice.

Keywords: Neurocognitive decline, Whole-brain radiotherapy, Brain metastasis, Non-small cell lung cancer.

I. PAT VAN PE

Ung thu phoi 12 loai ung thu pho bién hang dau thé
gioi va tai Viét Nam, véi ty 1€ tr vong cao [1]. Trong
d6, UTPKTBN chiém 85% va c6 ty 1& di cin néo cao,
khoang 25% tai thoi diém chan doan va 50% trong
subt thoi gian séng [2, 3]. Piéu tri di cin ndo gdm
phau thuat, xa tri va diéu tri toan than, tuy theo dac
diém t6n thuong va thé trang BN. Trong d0, xa tri la
phuong phap phd bién nhét v6i hai ki thuat chinh 1a
xa phau (SRS) va xa tri toan bo nio (WBRT), trong d6
WBRT duogc st dung phé bién tai Viét Nam cho céac
truong hop di can ndo tr UTPKTBN [2, 4]. WBRT
mang lai 191 ich trong viéc giam tri€u ching, kéo dai
thoi gian sdng va giam nhu cau sir dung corticoid. Tuy
nhién, bén canh cac doc tinh sém tirng dugc chi trong
do tién luong song con ngén [2, 5], hién nay suy giam
nhan thire - mot doc tinh mudn - ngay cang dugc quan
tam khi thoi gian song cia BN UTPKTBN di cin nio
duoc cai thién nho tién bo didu tri [6, 7].

Tai Vién Ung budu va Y hoc hat nhan, Bénh
vién Quan y 175, giai doan 2020 - 2023 mdi nim
¢6 khoang 150-200 BN UTPKTBN di can nao dugc
diéu tri bang WBRT. Tuy nhién, hién chua c6 nghién
ctru nao tai bénh vién cling nhu ¢ Viét Nam trén toan
qudc danh gia tinh trang suy giam nhan thic sau
WBRT ¢ nhom BN nay. Do do, nghién ctu duogc
tién hanh nhim danh gid mic d6 suy giam nhan
thire theo thoi gian sau WBRT ¢ BN UTPKTBN co
di can ndo, dong thoi khao sat mdi lién quan giita
mot s6 yéu td voi mirc do suy giam nhan thic.

I. POI TUQONG VA PHUONG PHAP NGHIEN
cUu
2.1. Poi twgng nghién ciru

Nghién ctru dugc thuc hi¢n trén BN UTPKTBN

c6 di can nao dugc WBRT tai Vién Ung budu va

Y hoc hat nhan - Bénh vién Quan y 175, tir thang
5/2024 dén thang 5/2025.

Tiéu chuan chon bénh: Chan doan UTPKTBN
bang giai phau bénh; chan doan xac dinh di cin ndo
br?mg MRI/CLVT; chi s6 hoat dong co thé PS 0-2; ¢o
kha ning phdi hop dé danh gia nhan thirc theo thang
diém MMSE tai thoi diém bat dau xa tri va diém
MMSE > 24 (Chung t6i lya chon ngudng MMSE >
24 dé dam bao loai trir nhitng trudng hop suy giam
nhan thuc tr trudce, gitp danh gia chinh xac hon tac
dong cia WBRT dén chtrc nang nhén thic).

Tiéu chuén loai trir: Xa tri tang cuong liu vao
vi tri di can ndo sau WBRT; khong hoan thanh phac
dd xa tri theo chi dinh; tung chiéu xa vao ndo trude
d6; BN khong dong y tham gia nghién ciru & bat ki
thoi diém nao; BN duoc héa tri dong thoi trong thoi
gian xa tri; hd so bénh an khong ghi nhan du thong
tin nghién cuu.

2.2. Phuwong phap nghién ciru
Nghién ctru thuan tap, thu thap sb lidu hdi ctu

va tién ctru.
Zo i+ 21 5\°
1-a/2 1-58
?‘l — -
Ajaq

C& mau tdi thiéu 21 BN, tinh theo thiét ké so
sanh hai trung binh ghép cdp, vdi gia dinh: A=I
diém MMSE; od = 1.4; Mtc ¥ nghia a = 0.05 hai
phia; Power = 90%. Theo NC cua Regine va cong
su, WBRT 30Gy/10fx, sau 2 thang diém MMSE
giam 1,4 [8].

2.3. Phén tich va xir Iy s6 liéu

Dit liéu duoc nhap bang phan mém Epidata va xir
1y bang cac phan mém SPSS20, R va Excel. Cac phép
kiém dugc coi 14 ¢6 ¥ nghia thong ké khi p < 0,05.
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2.4. Cic thong s6 nghién ctru chinh

Tudi, gi6i tinh. SO ton thuong di can ndo trén
MRI/CLVT. Phac d6 xa tri: ghi nhan lidu xa va phan
lidu theo hd so bénh an. Diém MMSE danh gia nhan
thirc theo b¢ cau hoi va phan d¢ dudi day: Khong
c6 suy giam nhan thirc: > 24 diém; Suy gidm nhan
thirc nhe: 20 - 23 diém; Suy giam nhan thirc vira: 14
- 19 diém; Suy giam nhén thirc nang: 0 - 13 diém.
Tinh trang di can hoi hai ma (1 va/hodc 2 bén) trén
MRI/CLVT. Tién trién ciia bénh tai ndo trén MRI/
CLVT. BN dugc diéu tri du phong bang memantin:
nghién ctru ndy cua ching t6i chi tiép can danh gia
nhan thuc, viée c6 sit dung memantine hay khong
da duogc bac si xa tri va bénh nhan thao luan quyét
dinh, NC khong can thi¢p gi vao chi dinh nay.
2.5. C4c buérc tién hanh

Budce 1: Lya chon BN theo tiéu chuén, giai thich
va ky cam két tham gia. Bu6c 2: Thu thap thong

tin ddc diém BN tr hd so bénh an. Budc 3: Thu
thap thong tin nghién ctru chinh MMSE tai cac thoi
diém: ngay xa tri dau tién (MMSEQ), sau 2 thang
(MMSE?2), sau 4 thang (MMSE4), va sau 6 thang
(MMSES). Budc 4: Xt 1y s6 liéu va viét bao cio.
1. KET QUA

Téng cong 61 BN du diéu kién duoc chon vao
nghién ctru, tai thoi diém 2 thang tir vong 2 BN, thoi
diém 4 thang ttr vong thém 3 BN va tai 6 thang tir vong
thém 13 BN, chung t6i nghi nhan két qua nhu sau:
3.1. Pic diém BN nghién ciru

Do tudi trung binh nhom ddi tugng nghién ciru
12 60,61 + 9,51 v6i 81.97% nam gioi. Phan 16n bénh
nhan dugc diéu tri theo phac d6 WBRT 30 Gy/10fx
(72,13%). Pa s6 truong hop c6 trén 3 ton thuong di
cin ndo (67,21%) va khong c6 tén thuong vao ving
hoi hai ma (83,61%). Pic diém bénh nhan duoc
trinh bay ¢ Bang 1.

Bang 1: Mot s6 dic diém vé dbi tugng nghién ciru

Pic diém dich & n Ty 18 (%)
Nam 50 81,97
Gi6i tinh
Nir 11 18,03
Tudi 60,61 + 9,51 tudi, dao dong tir 30 - 82 tudi.
Dic diém vé bénh 1y va phac dé diéu tri n Ty 18 (%)
. 30Gy/10fx 44 72,13
Phéac d6 xa tri
20Gy/5fx 17 27,87
. Khong 51 83,61
Tinh trang di can hoi hai ma
Co 10 16,39
s <3 20 32,79
S6 ton thuong di can ndo
>3 41 67,21

3.2. Mitc d9 suy giam nhén thirc tai cac thoi diém (MMSE)
Thoi diém ban dau (trudce xa tri) MMSEO ¢6 Diém trung binh 1a 27,11 + 1,79, dao dong trong khoang
24 - 30 diém, khong c6 BN nao dudi 24 diém, phan bd diém MMSE dugc trinh bay ¢ Biéu do 1.
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Biéu dd 1: Phan b6 diém MMSE trudc xa trj (N = 61)

Thoi diém sau xa tri 2 thang (N = 59, tir vong 2). MMSE2 ¢6 diém trung binh giam xudng 24,51 + 2,00
so véi MMSEO0 27,15 + 1,77, (p <0,0001). Thoi diém sau xa tri 4 thang (N = 56, tir vong thém 3) MMSE4
c6 diém trung binh giam xudng con 22,79 + 2,27 so mdi MMSEO 27,14 £ 1,79 (p = 5,26 x 10""). MMSE2
¢6 diém trung binh 24,51 so véi MMSE4 14 22,79, chénh léch 1,72 diém (p = 1,23 x 10-'%). Thoi diém sau
xa tri 6 thang (N = 43, tir vong thém 13). MMSE®6 c6 diém trung binh giam xuéng con 22,30 + 2,67 so voi
MMSEO 27,11 £1,97 (p <0,001). MMSE4 c6 diém trung binh 22,79 so v6i MMSES6 1a 22,30, cho théy mot
su giam nhe (p = 7,76 x 10-°). Piém MMSE tai thoi diém trudc xa va sau xa duoc biéu dién qua Biéu d6 2.

So sanh ghép cdp cho théy: Sau 2 thang, diém MMSE giam trung binh 2,60 diém (95% CI: 1,90 - 3,30;
p < 0,001). Sau 4 thang, giam 4,32 diém (95% CI: 3,60 - 5,05; p < 0,001). Sau 6 thang, giam 4,81 diém
(95% CI: 3,90 - 5,72; p < 0,001). Phén tich hdi quy tuyén tinh don cho thiy diém MMSE trung binh giam
0,8 diém mdi thang sau xa tri (R ~ 0,65; p < 0,001), chimg minh mbi lién quan tuyén tinh giita thoi gian
theo ddi va mue do suy giam nhan thuec.
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Biéu d0 2: So sanh diém MMSE trudc va sau xa 2,4 va 6 thang

3.3. Cac yéu td anh huéng dén mirc dd suy giam nhan thirc
Céc yéu td nguy co suy giam nhén thirc sau WBRT dugc trinh bay ¢ Bang 2.
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Bang 2: Phan tich yéu t6 nguy co suy giam nhan thirc sau WBRT

2 thang sau WBRT 4 thang sau WBRT 6 thang sau WBRT
Yéu td so sanh Hiéu s6 khic Hé s6 khic Hé s6 khic
biet, C195% | P | biet,c195% | P | biet,cr95% | P
Gidi tinh: 0,33 0,24 0,56
Nam véi Nit (-0,85 - 1,50) 0.61 (-1,06 - 1,38) 0,70 (-1,71 - 2,45) 0.61
Tubi: -0,17 0,13 0,83
> 60 voi < 60 (0,92 - 0,59) 0,65 (-0,79 - 1,04) 0,78 (-0,47 - 2,00) 0.20
S6 ton thuong trén MRI: 0,29 1,10 0,95
<3voi>3 (-0,50 - 1,17) 0,49 (0,20 - 2,19) 0,03 (-0,40 - 2,41) 0,20
Phéc d0 xa: -1,15 -0,90 0,57
e ’ 0,052 ’ 0,17 ’ 0,64
30Gy/10fx voi 20Gy/5fx | (-2,23 --0,13) (-2,04 - 0,30) (-1,90 - 2,93)
Di cin hdi hai ma: 1,15 2,01 1,88
C6 voi Khong (-0,06 - 2,49) 011 (0,27 - 3,71) 0,04 (-0,02 - 3,74) 0,08
Dung Memantin: -0,91 -1,48 -2,31
C6 v6i Khong (-2,23 - 0,38) 0.19 (-2,65- -0,24) 0,03 (-3,34 - -1,23) 0,00
Bénh tién trién tai ndo: 0,49 -1,48 0,56
C6 v6i Khong (-0,41 - 1,41) 0,28 (-2,79- -0,37) 0,03 (-1,71 - 2,45) 0.61

III. BAN LUAN
4.1. Mot s6 dic diém cia nhém BN trong
nghién ciru

Nghién ctiu duogc thuyc hién trén nhom BN
khong suy giam nhén thic danh gia bang thang
diém MMSE. Nam gi¢i chiém 80% phan anh dic
diém dich té thuong gip ¢ cac ung thu di cin nio
nhu phéi, gan, than. Tubi trung binh > 60 phan anh
nhém c6 nguy co cao di can nio va dé bi anh huéng
boi suy giam nhan thirc. Phan 16n ¢6 >3 t6n thuong
di can ndo pht hop chi dinh WBRT [4, 7]. Gan 17%
bénh nhan c¢6 ton thuong hdi hai ma, nhém nay ghi
nhan suy giam nhén thuc rd6 hon. Ty 1€ st dung
memantin thip hon so v&i qubc té, nhung su khéac
biét gitra nhom dung va khong dung thude cho thy
tiém nang bao v¢ chirc nang nhén thic [3].

Tai thoi diém 4 thang sau xa tri, cac yéu td
cho thiy su khac biét c6 ¥ nghia thdng ké vé diém
MMSE gbm: s6 ton thwong di cian > 3 so véi < 3
(p = 0,03), co di can hdi hai ma so voi khong (p =
0,04), khong str dung memantin (p = 0,03), va bénh
tién trién tai ndo (p = 0,03). Dén thoi diém 6 thang,
chi yéu t6 sir dung memantin con duy tri y nghia
thdng ké (p = 0,00). Cac yéu t6 nhu gi6i tinh, tudi

va phac dd xa tri khong ghi nhén sy khac biét c6 y
nghia théng ké tai cac thoi diém (Bang 2).

4.2. Mirc do suy giam nhan thirc ctia ngwoi bénh
theo thai gian sau xa tri

Nghién ctu ghi nhan su suy giam nhan thirc 8
rét theo thoi gian sau WBRT ¢ BN UTPKTBN di
cin ndo. Piém MMSE trung binh giam tir MMSEQ
27,11 xuéng MMSE2 24,51, MMSE4 22,79 va con
MMSES6 22,30 diém (p < 0,001). Sy suy giam xuét
hién sém va tiép dién, cho thay tac dong kéo dai cua
xa tri Ién chitc nang nhén thirc, ngay ca ¢ nhiing
BN c6 nén tang nhan thirc tot ban dau. Xu hudng
suy giam nhén thirc da duge nhiéu tac gia quoc té
dé cap [9, 10]. Tuy nhién, nghién ctru niy cho thiy
suy giam xuét hién sdm, tix 2 thang sau xa, voi muc
giam gan 5 diém trong 6 thang dau, khang dinh anh
hudng 1au dai va tién trién cua xa tri toan ndo 1én
churc nang nhan thure.

So véi cac nghién clru trude, nghién ciu nay
c6 hai diém noi bat: Thir nhat, suy giam nhan thirc
dugc ghi nhan sém tir mdc 2 thang sau xa tri, v6i
mirc giam gan 3 diém MMSE, trong khi cic nghién
ctru nhu cua Tallet va RTOG thuong danh gia &
thoi diém muodn hon va ding cong cu phtrc tap hon
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[6, 10]. Thu hai, nghién ctru theo ddi doc tai 4 thoi
diém, gitp d4nh gia toan dién tién trién suy giam
nhan thirc va chirc nang sinh hoat sau diéu tri.

4.3. Cac yéu t6 anh hwong dén mirc d suy giam
nhén thire

Nghién ctru cho thdy mirc d6 suy giam nhan thirc
sau WBRT c6 lién quan véi cac yéu td nhu: s6 lugng
ton thuong di cin trén MRI, ton thuong hoi hai ma,
tién trién trong hé than kinh trung wong va viéc sir
dung memantin. Hoi hai ma - viing lién quan dén tri
nhd ngin han va khai béao - khi bi ton thuong hoic
chiéu xa liéu cao, c6 thé lam giam chirc ning nhan
thtrc sau WBRT. Du k¥ thuat HA-WBRT chua duoc
ap dung, dir lidu tir nhém c6 ton thwong hdi hai ma
cho thiy murc suy giam MMSE 16n hon, gian tiép
cuing cd vai tro bao vé ving nay trong xa tri. Két qua
phil hop véi nghién ctru qudc té nhu RTOG 0933
va NRG Oncolgy CC001, cho thdy HA-WBRT két
hop memantin gitp giam suy gidm nhan thirc ma
khong anh huéng dén hiéu qua diéu tri toan than
hay thoi gian séng thém [3, 8, 11]. Memantin - chit
d6i khang thy thé NMDA - ¢6 kha ning bao vé té
bao than kinh khéi ton thuong do glutamate gay
ddc. Bénh nhan khong ding memantin ¢6 muc suy
giam MMSE 13 hon & thang 4 va 6, cung ¢6 gié tri
bao vé nhan thirc cia thude, phit hop voi thir nghiém
RTOG 0614 [12].

Ngoai ra, bénh nhan c6 tién trién tai ndo trong
NC ciing ghi nhan diém MMSE giam manh, mot
s6 nghién ciru di ching minh tién trién trong hé
than kinh trung wong 1a yéu t6 lam ting nguy co suy
giam nhén thicc. Corn va cong sy trong thu nghiém
RTOG 0118 ghi nhan rang nhitng bénh nhan co tién
trién tai ndo sau WBRT c6 chat luong sdng va diém
nhan thic giam rd rét so v6i nhom on dinh (ty 18
suy giam nhan thirc d¢ > 2: 48% so véi 27%) [6].
Armstrong va cong su bao cao phil quanh u va ton
thuong vi md do di cin ndo gop phan lam giam tri
nh¢ ngan han va kha ning tap trung, trong d6 bénh
nhan c6 tién trién tai ndo sém c6 diém MMSE giam
trung binh 3 - 4 diém trong 3 - 6 thang theo ddi [9].

Nguyén nhan khac biét v& mot s dic diém suy
giam nhan thtrc cia BN trong nghién ctru sdém so
v6i két qua quoc t& co thé dén tir dic diém bénh
nhan Viét Nam: tudi trung binh cao hon, ty 18 hut
thudc cao, ty 18 sir dung memantin thp, va chua ap

dung k¥ thuat HA-WBRT. Pay 1a nhimng yéu td co
thé 1am murc suy giam nhan thirc xuat hién sém va
0 hon.

Tuy khong chuan héa nhu cac thir nghiém ngau
nhién, nghién ctru thyc hién trén nhém bénh nhan da
dang vé thé trang va dic diém bénh hoc, phan anh
thuc tién diéu tri tai co s ung budu trong nude, dic
biét trong diéu kién con han ché vé thudc va k¥ thuat.
V. KET LUAN

Xa tri toan bo nao ¢ bénh nhan UTPKTBN di can
nio di kém suy giam nhan thirc c6 tinh tién trién,
chiu anh hudéng boi ganh ning ton thuong va dic
biét khi lién quan ving hdi hai ma hodc bénh tién
trién tai ndo. Tin hiéu bao vé ciia memantin goiy loi
ich cta cac chién Iuoc bao ton nhan thic trong thuc
hanh. Vi vay, can 10ng ghép sang loc - theo doi nhan
thirc dinh ky va ca thé hoa diéu tri (kiém soat tdt ton
thuong ndi so, can nhéc cac k¥ thuat/bién phap bao
ton nhu tranh hdi hai ma, memantin). Nghién ctru
quy md 16n hon va theo doi dai han s€ gitip xac nhan
va lugng héa hiéu qua cac chién luoc nay.

Tuyén b6 vé xung dot lgi ich
Céc tac gia khang dinh khong c6 xung dot 1gi ich
d6i v6i cac nghién ctru, tac gia, va xuit ban bai bao.

Tuyén bd vé y dirc

Nghién ctru da dugc hoi dong dao dic trong
Nghién ctru y sinh Bénh vién Quan y 175 chéip
thuan theo cong van sb 1168/GCN-HPPD ngay
25/3/2024, BN nghién ciru déu dong y tham gia bang
van ban va dugc bao v¢ thong tin theo luat y duc.
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