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DTD cao han so vdi nhém khéng s6t (20,9% so
Vi 0%) (bang 5). Nhu vay, bénh nhan loc
maucé BTD cé nguy cd nhiém khudn huyét cao
hon so véi cac bénh nhén khéng c6 DTD. Diéu
nay cling dugc nhan thay & nhiéu nghién clu
khac, theo Helene bénh nhan bi BTD nguy ca bi
nhiém khudn cao gap 3 dén 4 [an so vdi ngudi
binh thudng[7]. Nghién cru cia Lé Ngoc Ha ty Ié
sot & bénh nhan DTD la 19,6% [4]. THA la bénh
ly nén hay gap nhat (63,5%), khong c6 su khac
biét gilta 2 nhém. Mic d6 thi€u mau hay gap
nhat la thi€u mau vira chiém 50% va nang chiém
34,6%. Khong cd su khac biét vé mirc do thiéu
mau gitrta 2 nhém, do thi€u mau gap hau hét &
cac bénh nhan suy than man. Chi s6 albumin
huyét thanh trung binh cla nhém sot (31,82 %
6,73) thap hon so vgi nhdm khong s6t (32,79 +
7,04). Su khac biét khong cé y nghia thdng ké.
Nhiéu tac gia trong nudc va ngoai nudc ciing ghi
nhan tinh trang suy dinh duBng véi albumin
huyét thanh giam sé 1am tdng nguy co nhiém
trung [4].

V. KET LUAN

Nhiém trung lién quan dén catheter trén bénh
nhan loc mau cdp clu cd thé & bat cr Ifra tudi
nao, thudng gap & nam. Vi tri dat hay gap nhiem
trung nhét la catheter tinh mach dui phai, biéu

hién tai chd hay gép 1a chdy dich, vi khudn gay
bénh thudng gdp la S. aureus. Can chd y hudng
dan bénh nhan vé sinh va cham soc catheter khi
c6 catheter loc mau.
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bag nhé khdng vay di cdn ndo, dugc diéu tri bang xa
phau Gamma Knife két hgp héa tri phac do6
Pemetrexed-Carboplatin tai Bénh vién K va Trung tam
Y hoc hat nhan va Ung buéu, Bénh vién Bach Mai tir
thang 1/2018 dén thang 7/2021 Két qua: Tudi trung
binh 1a 58,3 £ 9,2 tudi, nam gidi chiém ty I& 86,2%,
d&c diém 1am sang: h0| chiing tang ap Iy néi so
(72,3%), ho khan (61, 5%), khdng c triéu cerng than
kinh (18,5%). Ddc diém hinh anh MRI SO ndo: u G ban
cau dai ndo (66,2%), 3 u (44,6%), kich thudc u ndo di
can trén 10mm (89,2%). Ty lé dap Ung khach quan
toan bo la 35,4%, dap Lrng khach quan tai ndo la
70,7%, dap u‘ng khach ngoai n3o 13 36,9%.Ty & kiém
soat bénh tai ndo la 90,7%. Trung vi thoi gian s6ng
thém bénh khong tién trién (PFS) la 10 3 thang Trung
vi thdi gian s6ng thém khong tiéh trién tai ndo la 10,8
thang. Tac dung phu hay gap 1a thiéu mau (49, 2/0),
budn nén (40%), ndn (20%), tang men gan (12,3%).
Két luan: Xa phau Gamma Knife két hgp hoa tri phac
d6 Pemetrexed-Carboplatin 1a _phudng phap diéu tri
hiéu qua tdt trong ung thu phoi khong t& bao nho di
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can ndo vdi do an toan cao.
Tir khoa: Ung thu phéi khong t& bao nhd, u ndo
di c&n, hda tri, xa phau gamma knife, pemetrexed

SUMMARY

EVALUATING THE RESULT OF GAMMA
KNIFE RADIOSURGERY CONCURRENT
WITH PEMETREXED AND CARBOPLATIN
COMBINATION (PC) FOR BRAIN METASTASES
OF NON SMALL CELL LUNG CANCER

Purpose: This study aimed at evaluating clinical,
subclinical characteristics and resuls of treatment on
patients who underwent Gamma Knife radiosurgery
concurrent  with  Pemetrexed and Carboplatin
conbination for brain metastases of non small cell lung
cancer (NSCLC) at K Hospital and the Nuclear Medicine
and Oncology Center, Bach Mai Hospital. Patients
andMethod: Retrospective combination prospective
descriptive cross sectionnal study on 65 NSCLC non
squamous cell with brain metastases were underwent
Gamma Knife radiosurgery concurrent with Pemetrexed
and Carboplatin conbination at K Hospital and the
Nuclear Medicine and Oncology Center, Bach Mai
Hospital from January 2018 to July 2021. Results: The
mean age was 58,3 + 9,2 years old, males accounted for
86,2%. Clinical characteristics: intracranialhypertension
(72,3%), dry cough (61,9%), no mental symptoms
(18,5%). MRI features: tumors located in hemisphere
(66,2%), three tumor (44,6%), above 10mm in
diameter of the brain metastases (89,2%). The overall
response rate (ORR) was 35,4%, the objective cerebral
response rate was 70,7%, the extracerebral response
rate was 36,9%. The disease control rate (DCR) of
cerebral lesions was 90,7%. The median of progression
free survival (PFS) was 10,3 months. The median
progression-free survival of brain metastases was 10,8
months.Common toxicity were anemia (49,2%), nausea
(40%), vomiting (20%), hepatic insufficiency (12,3%).
Conclusions: Gamma Knife radiosurgery concurrent
with Pemetrexed and Carboplatin combination is
effective in treating brain metastases of non small cell
lung cancer with a high safety. Keywords: non small
cell lung cancer, brain metastases, chemotherapy,
gamma knife radiosurgery, pemetrexed.

I. DAT VAN DE

Ung thu phéi (UTP) la mét trong nhiing loai
ung thu phé bién nhat va 1a nguyén nhan gay tu
vong do ung thu hang dau trén thé gidi, trong
dé ung thu phdi khdng t&€ bao nho (UTPKTBN)
chiém khoang 85% cac trudng hgp ung thu
phdi. Pa s6 bénh nhdn UTPKTBN dugc chan
doan bénh khi da c6 di cdn xa khong c6 kha
nang phau thudt, trong dé can ndo chiém ty lé
cao. Di can ndo la m6t nguyén nhan quan trong
gay bénh tat va tif vong & bénh nhan UTP, dan
dén céc triéu chirng than kinh, gidm chirc nang
va cam xuc cla bénh nhan cung vdéi mot ganh
nang dang k& cho gia dinh va x& hoi. Diéu tri
UTPKTBN di can ndo la diéu tri da mé6 thirc phoi
hgp gilta cac phuong phap kiém soat tai ndo nhu
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phau thuét, xa toan ndo, xa phau 1ap thé véi cac
phucng phap diéu tri toan than nhu héa tri, diéu
tri _dich, liéu phap mién dich. Phuong phap Xa
phau gamma knife cho thay ty 1& kiém soat u
nao di can hiéu qua hon va an toan han so vdi
phudng phap xa toan ndol. Déng thdgi, doi vdi
bénh nhan UTPKTBN khéng vay di can nao
khong cé doét bién phan t&, hdéa tri bo doi
Pemetrexed-platinum  (Cisplatin, Carboplatin)
gilp tang ty Ié dap Ung chung cling nhu ty I€
dap Ung tai ndo va kéo dai thai gian s6ng thém
cao han so vGi nhiéu phac d6 hda tri khac?. Hién
nay ¢ bénh nhan UTPKTBN khong vay di cdn nao
kh6ng cd dét bién phan tlr, khong phu hgp diéu
tri mién dichthi chién lugc diéu tri két hgp gilra
xa phauGamma Knife véi hda tri phac do
Pemetrexed-Carboplatin la lva chon phé bién.
Tuy nhién, con it cong trinh khoa hoc trong nudc
nghién clu vé két qua diéu tri ¢ nhom bénh
nhan nay Vi vay, ching toi tién hanh dé tai
“Panh gia két qua diéu tri ung thu phéi khdng t&
bao nhé di cdn ndo béng xa phdu Gamma Knife
va hda tri phac d6 Pemetrexed-Carboplatin (PC)
"nhamhai muc tiéu: Mo t& mét s6 ddc diém 1am
sang, can lam sang clabénh nhan ung thu phdl
khong_t€ bao nhd di can ndodugc diéu tri bang
xa phau Gamma Knife két hgp hda chatphac do
Pemetrexed-Carboplatin tai Bénh vién K va Trung
tam Y hoc hat nhan va Ung budu, Bénh vién
Bach Mai va Panh giad két qua diéu tri cia nhém
bénh nhéan trén.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1 Po6i tugng nghién ciru

- Gbm 65 bénh nhan dugc chdn doan xac
dinh bang md bénh hoc cla u nguyén phat la
UTP loai ung thu phéi khdng t& bao nho, khéng
vay. Khong cé doét bién gen EGFR, ALK, ROS 1.

- Trén phim MRI c¢6 hinh anh tén thucng di
c&n ndo dién hinh (ngdm thudc dang vién sau
tiém, phu ndo quanh u), tir 1 -3 u, dudng kinh u
I&n nhat < 30 mm, khong cé di can dudi nhén.

- Chi s6 toan trang PS tir 0 — 2 theo thang diém
ECOG hodc chi s6 Karnosky > 60. Chirc nang gan
than, tay xudng trong gidi han binh thudng.

- Bénh nhan dugc diéu tri lan dau. Tat ca cac
bénh nhan dugc diéu tri bdng xa phau gamma
knife két hgp hdéa tri phac do6 Pemetrexed-
Carboplatin tai Bénh vién K va Trung tam Y hoc
hat nhan va Ung budu Bénh vién Bach Mai.

2.2 Phuong phap nghién cru

Thiét k& nghién cifu: Nghién citu m6 ta cat
ngang hoi ctru két hgp tién clru.

C& mau va phudng phap chon mau: Liy
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mau thudn tién (t&t cd cdc bénh nhan du tiéu
chudn trén dugc diéu tri tUr thang 1/2018 -
7/2021 tai Bénh vién K va Trung tam Y hoc hat
nhan va Ung budu, Bénh vién Bach Mai.

Cac bién sg, chi so:

- M6t s6 ddc diém |1dm sang va can Idm sang:
Tudi, gidi, triéu ch’ng 1dm sang, déc diém vé u
nao di can trén MRI.

- banh gid dap Ung diéu tri: bao gobm dap
('ng hoan toan, dap Ung mét phan, bénh 6n
dinh, bénh tién trién (Theo tiéu chudn RECIST
1.1). Banh gia dap (ng tai nao.

- banh gia thgi gian s6ng thém bénh khong
tién trién, thdi gian séng thém bénh khdng tién
trién tai ndo.

- Banh gia cac doc tinh cla phac do: doc tinh
trén hé huyét hoc va doc tinh ngoai hé huyét hoc.

Xtr ly s6 liéu: bang pham mém SPSS 16.0

INl. KET QUA NGHIEN cUU

3.1 Pic diém lam sang va cin 1am sang

3.1.1 Tudi va gidi. O tudi trung binh Ia
58,3 + 9,2. Nam chiém ty I& 86,2% (56/65), ni
chiém ty Ié 13,8% (9/65). Ty Ié nam/ni¥ la 6,2/1.

3.1.2 Triéu chirng lam sang. Hdi chiing
tang ap luc ndi so & 72,3% cac trudng hdp,
18,5% khong cd cac triéu ching than kinh. Ho
khan & 61,5% cac trudng hgp.

3.1.3 Pac diém di can ndo

Bang 1. Pdc diém u ndo di can trén MRI
S0 nao

Pacdiémuniodicin | n [Tylé %
SO0 u nao di can
1 25 38,5
2 11 16,9
3 29 44,6
Vi tri u ndo
Ban cau dai ndo 43 66,2
Tiéu nao 6 9,2
Ban cau dai ndo va tifundao | 16 24,6
Pudng kinh u nao I6n nhat (mm)
<10 7 10,8
10 - 20 29 44,6
20-30 29 44,6

Nhan xét: Da s6 bénh nhan di cdn ndo 3 u
(44,6%), vi tri u ndo di can hay gap & ban cau
dai ndo (66,2%), phan Ién u ndo c6 dudng kinh
I6n nhat = 10 mm (89,2%).

Bang 3. Tac dung khong mong mudn

3.2 Két qua diéu tri
3.2.2 Ty Ié dap uang khach quan
Bang 2. Ty Ié dap iing khach quan toan

bo va ty Ié dap ung tai ndo
‘. Ty I€ dap Urng theo vi tri
kt?é\acli'l L:;rl'lgn Tai ndo | Ngoai nao| Toan bo
(%) (%) (%)
Pap Uing hoan
todn 11(16,9) 0(0) 0 (0)
Dapp%%% Mot 35(53,8)| 24(36,9) | 23(35,4)
Bénh 6n dinh| 13(20) 25(38,5) | 25(38,5)
Bénh tién trién  6(9,2) 16(24,6) | 17(26,2)

Nhan xét: Ty |é dap Ung khach quan tai ndo
la 70,7%, trong dé 16,9% dap (’ng hoan toan.
Ty |é dap Ung toan bo la 73,9%.

3.2.3 Thai gian sdng thém bénh khdng
tién trién

Survival Function

Cum Survival
s o

Do thi 1. Thoi gian séng thém bénh khéng
tién trién
Nhan xét: ThGi gian song thém bénh khong
tién trién (PFS) trung vi la 10,3 thang. PFS tai
cac thdi diém 6 thang 1a 75,9% va 1 ndm la 43%.

Survival Function

Cum Survival
a o

DO thi 2. Thoi gian séng thém bénh khéng
tién trién tai ndo
Nhan xét: Thdi gian song thém bénh khong tién
trién tai ndo trung vi la 10,8 thang. PFS tai ndo & cac
thdi diém 6 thang la 81,4% va 1 ndm [a 46,8%.
3.2.4 Poc tinh

Chi s6 Paoc tinh
P60(%) | P61(%) | P62(%) | Pd3(%) | Pd4 (%)
Trén hé tao mau
Ha bach cau 93,8 6,2 0 0 0
Ha BC hat 90,8 1,5 7,7 0 0
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Thiéu mau 50,8 35,4 9,2 4,6 0

Ha tiéu cau 98,5 1,5 0 0 0
Ngoai hé tao mau

Tang men gan 87,7 6,2 4,6 1,5 0

Tang Creatinin 96,9 3,1 0 0

Buon ndn 60 35,4 4,6 0 0

Non 80 18,5 1,5 0 0

Tiéu chay 96,9 1,5 1,5 0 0

Viém da day 96,9 3,1 0 0

Nhan xét: Cac tac dung phu hay gap la thi€u mau (49,2%), buén non (40%), non (20%), tang
men gan (12,3%), ha bach cau hat (9,2%). 6,1% bénh nhan co tac dung phu do 3.

IV. BAN LUAN

4.1 Mét s6 dic diém 1am sang va cin
1am sang. Trong nghién cfu cta ching toi, tudi
mac bénh trung binh 1a 58,3+ 9,2 tudi. Két qua
nghién cilu nay ciing phu hgp védi két qua cua
cac tac gia trong va ngoai nudc vé UTPKTBN di
can ndo nhu cla tac gia Pham Van Thai (2015)
la 58,8 + 10,3; nghién clru FRAME (2015) cho
thdy tudi trung binh clia nhém bénh nhén
UTPKTBN di cdn ndo la 58 tudi thdp hon tudi
trung binh cla tat cd bénh nhan UTPKTBN giai
doan mudn 1a 64 tudiz3. Nhu vy dd tudi trung
binh ctla bénh nhan UTPKTBN di can n3ao cd xu
hudng thap han so véi bénh nhan UTPKTBN ndi
chung. UTPKTBN di can ndo gap cha yéu & nam
gidi, chiém ty 1€ 86,2%, ty I&€ nam/nit la 6,2/1.
Két qua nay phu hgp vdi cac nghién clru cla
Pham Van Thai (2015) la 70,4%, ty |1&é nam/n{t =
2,4/1. Nghién c(tu clia chung toi cho thay da s6
bénh nhan c6 biéu hién hdi ching téng ap luc
noi so, chiém 72,3% vdi cac triéu chirng nhu dau
dau, budn non, nhin mg va cé 18,5% BN khong
c6 biéu hién triéu chiing than kinh. Ho khan la
triéu ching hé hdp phd bién nhat véi ty 1é
61,5%. KEt qua nay tudng tu nghién clu cla
Pham Van Thai (2015)3.

Phan tich ddc diém di c&n ndo trén phim chup
MRI so ndo, ching t6i thdy da s6 bénh nhan cé
3 u ndo di cdn, chiém ty Ié 44,6%.Phan I6n u
ndo c6 dudng kinh I6n nhat >10 mm vdi ty lé
89,2%, két qua nay cling tuong tu cta Pham
V3n Théi (2015) 13 96,3%?3. V& Vi tri, u ndo di
can hay gap nhat & hai ban cau dai ndo vdi ty I€
66,2%. Nhiéu nghién clru cla cac tac gia trong
va ngoai nudc cling nhan thdy da s6 u nao di
can phan bd & hai ban cau dai ndo>*. Diéu nay la
do cac té€ bao ung thu di can dén ndo theo
dudng mau (ddng mach), téng thé su phan bd
clia cac & di can ndo tugng Ung vdi luu lugng
mau tudng dGi dén tirng khu vuc do cac dong
mach ndo phan phdi, ban cau dai ndo nhan luu
lugng mau I6n hon ca*.
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4.2 Két qua diéu tri

4.2.1 Ty Ié dap ung khach quan

Vé ty Ié dap irng khach quan toan bo:
Két qua nghién clu clia chung téi cho thay, ty 1€
dép Ung toan bd (ORR) la 35,4%, ty 1& kiém soat
bénh (DCR) la 73,9%. Két qua nay cao han so
vGi két qua cua nghién clu chi si dung hda tri
Pemetrexed-Carboplatin don thuan diéu tri
UTPKTBN. Nghién cifu KEYNOTE - 021 nhanh
héa tri Pemetrexed — Carboplatin cho thdy ORR
va DCR la 29% va 70%?°. Diéu nay chiing td rang
sy’ phdi hgp gitra liéu phap diéu tri ton thuong u
ndo di can bang xa phau Gamma Knife vdi liéu
phdp diéu tri toan thadn bang phac do
Pemetrexed-Carboplatin lam tang ty 1€ dap Ung
toan bd va ty 18 kiém soat bénh so véi hda tri bd
doi Pemetrexed — Carboplatin don thuan.

Veé ty lé dap rng khach quan ngoai nao:
ty 18 dap (’ng ngoai ndo la 36,9%, ty & kiém
soat bénh ngoai ndo la 75,4%, tac gia Barlesi
(2011) ciing cho két qua tuong tu véi cac ty I€
nay lan lugt la 34,9% va 79,1%°.

Vé ty lIé dap ng khach quan tai ndo:
nghién clu cla chdng toi cho thay 70,7% bénh
nhan cé dap U'ng khach quan tai ndo (16,9% dap
(ng hoan toan, 53,8% dap (’ng mét phan), ty 1€
kiém soat khdi u tai ndo 13 90,7%. K&t qua nay
phu hdp v6i nhiéu nghién clru cla cac tac gia
trong va ngoai nudc vé xa phau GK diéu tri ton
thuong di cdn ndo tir UTP véi ty 1& kiém soat
kh&i u tai ndo tir 90 — 94%37va cao hon hadn cac
nghién ctu chi s dung hda tri Pemetrexed-
Platin don thuén & nhém bénh nhan nay nhu
nghién clu cla cac tac gid Barlesi (2011) va
Bailon (2012) vdi ty 1€ dap (ng tai ndo la 40%
va 42,8%°%8. Nhu vdy, mac du ty Ié ngdm qua
hang rao mdau ndo cla pemetrexed va
carboplatin thap nhung khi két hgp hoa tri b doi
nay véi xa phau gamma knife da lam tang ty 1€
dap (ng va ty 1& ki€ém soat khéi u tai ndo so vdi
chi diéu tri bang hda tri bd d6i don thuan.

4.2.2 Thoi gian song thém bénh khéng
tién trién. Trong nghién clu cla ching téi,
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trung vi thdi gian séng thém bénh khong tién
trién (PFS) la 10,3 thang, ty I& s6ng thém bénh
khéng tién trién & cac thdi diém 6 thang va 1
nam lan lugt la 75,9% va 43%. K&t qua nghién
cltu clia chung t6i c6 phan cao hon so véi cac
nghién clru chi s dung héa tri Pemetrexed-
Platin don thuan & bénh nhan UTPKTBN giai
doan mudn. Theo nghién clru cua Bailon (2012)
trung vi s6ng thém bénh khong tién trién hda tri
Pemetrexed-Carboplatin dan thuan la 7,3 thang®.
Theo nghién cliru FRAME (2016) trung vi PFS hoa
tri Pemetrexed-Platin don thuan la 4 thang?. Nhu
vay, viéc phdi hgp hda tri bd doi Pemetrexed-
Carboplatin vGi xa phau gamma knife gitp tang
thdi gian s6ng thém bénh khéng tién trién &
bénh nhan UTPKTBN di can nao.

Phan tich thdi gian s6ng thém bénh khéng
tién trién tai ndo, ching téi thdy trung vi thdi
gian s6ng thém khdng tién trién tai ndo la 10,8
thang, ty 1é sdng thém khong tién trién tai cac
thdi di€ém 6 thang va 1 ndm 13 81,4% va 46,8%.
Két qua cla chung téi cling tuong tu’ nghién ciu
cla tac gia Pham Van Thai (2015) vdi trung vi
PFS tai ndo la 10,8 thang, ty 1€ PFS tai cac thdi
diém 6 thang va 1 ndm 1a 90,1% va 30,2%?3.

4.2.3 Tac dung phu

Vé ddc tinh trén hé tao mau: thiéu mau la
tac dung phu hay gdp nhat, chi€ém 49,2%, ti€p
dén la ha bach cau hat (9,2%), ha bach cau
(6,2%), ha tiéu cau it gdp nhat (1,5%). Phan I6n
cac tac dung phu chi 8 mic do nhe (d6 1 va 2),
chi cd 4,6% bénh nhan cé thi€u mau do 3,
khong ghi nhan doc tinh trén hé tao mau do 4.
Két qua nghién clru cua chung t6i ciling tuong
dong vdi nghién cdu KEYNOTE-021 (2016)
nhanh hda tri Pemetrexed — Carboplatin vai 54%
bénh nhan thi€éu mau (d6 3 la 15%); 8% ha
bach cau (d6 3 la 2%); 13% giam BC hat (d0 3
la 3%); 12% giam tiéu cau (2% do 4)°.

Vé tac dung phu ngoai hé tao mau: budn
non la tac dung phu hay gap nhat, chiém 40%,
ti€p dén la ndn (20%), tdng men gan (12,3%),
cac tac dung phu khac it gap la tang creatinin
mau, viém da day, ia chay (3,1%), khong cé
bénh nhan nao di i’ng vdi cac hda chat nghién
cttu. Hau hét cac tac dung phu nay déu & do 1
va do 2, chi cé 1,5% & do 3 (tang men gan). Két
gua nghién cfu cla chung t6i cling phu hgp véi
nghién cru KEYNOTE-021 (2016) nhanh hoa tri
Pemetrexed — Carboplatin vgi ty 1€ cac doc tinh
ngoai hé tao mau tuong Ung la: budn ndn
(40%), non (20%), tang men gan (12%), tiéu
chady (12%), tdng creatinin (6%), viém da day
(5%), hau hét la doc tinh d6 1 va do 2°.

V. KET LUAN

- Ung thu phéi khéng t&€ bao nhé di cin ndo
thudng gép & nam gidi (86,2%), tudi trung binh
la 58,3 tudi. Da s6 bénh nhan cé biéu hién hdi
chiing tang ap luc ndi so (72,3%) va ho khan
(61,5%), tuy nhién 18,5% khéng cd bi€u hién
triéu chdng than kinh.

- Phéan I6n u ndo di can & ban cau dai ndo (66,2%),
3 u (44,6%), kich thuGc trén 10 mm (89,2%).

- Ty |é dap Ung khach toan bo la 35,4%, ty I€
dap Ung khach quan tai ndo la 70,7%, dap Ung
ngoai ndo la 36,9%. Ty & kiém soat khéi u tai
nao dat 90,7%.

- Trung vi thdi gian song thém khong tién
trién la 10,3 thang. Trung vi thdi gian sdng thém
khéng tién trién tai ndo la 10,8 thang.

- Pay la phac do diéu tri an toan vdi cac tac
dung phu hau hét ¢ do 1 va d6 2. Cac tac dung
phu hay gap la thi€u mau (49,2%), bubn non
(40%), n6n (20%), tdng men gan (12,3%).
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