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KET QUA DIEU TRI BENH NHAN U SAO BAO PO CAO BUQC
HOA XA PONG THOI VOI TEMOZOLOMIDE SAU PHAU THUAT
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TOM TAT

Muc tiéu: Dénh gia két qué diéu tri ciia bénh nhan u sao bao do cao duoc héa xa dong thoi voi
Temozolomide sau phéu thuat tai Trung tdm Ung Buéu Cho Réy.

Déi twong va phwong phap nghién ciru: Can thiép 1am sang khéng déi ching, thuc hién trén 125
bénh nhéan u sao bao dé cao dugc héa xa ddng thdi véi Temozolomide sau phéu thuat khdng hoan toan tai
trung tam ung budu Cho Réy tir ngay 01.09.2014 toi ngay 15.07.2016.

Két qua: Trong s6 125 bénh nhan nghién ciu, c6 53.6% la nam, 46.4% Ia ni¥, trung vi tubi 40. Trung
vi kich thuoc u trude didu tri 1a 5em, sau diéu trila 4,7cm Ty 16 bénh kiém soét bénh (97.8%), tién trién
- (2,2%), chi s6 ECOG trwde didu tri da phén la d6 0,1 (72,1%), d6 2,3 (27,9%), sau diéu trila db 0,1 (71,6%),
do 2, 3 (28,4%). Trung vi thoi gian PFS la 10,7 thang, thoi gian OS 1a 20,8 théng.

Két luan: Hba xa tri déng thoi sau mé u sao bao do cao véi Temozolomide gitip g:ém kich thude u
sau didu tri. Ty 16 kiém sodt bénh kh& cao, Ty 16 bénh tién trién sau diéu tri thdp. Day la phac do6 co hiéu
qué trong didu trj.

Tr khéa: U sao bao dé cao, héa xa tri déng thoi.

ABSTRACT
TREATMENT RESULTS OF POSTOPERATIVE CHEMORADIATION WITH
TEMOZOLOMIDE FOR HIGH GRADE ASTROCYTOMA PATIENTS .
Nguyen Ngoc Bao Hoang', Nguyen Vuong?

Objectives: Evaluate treatment results of post-operative chemoradiation with Temozolomide for high
grade astrocytoma patients at Cho Ray Cancer Center

Methods: Prospective Intervention of 125 postoperative chemoradiation with Temozolomide for high
grade astrocytoma patients at Cho Ray Cancer Center from 01.09.2014 to 15.07.2016.

Results: Of the 125 patients, there were 53.6% male, 46.4% female, median age was 40. The median
tumor diameter of pre-chemoradiation group was 5cm, of post-chemoradiation group was 4.1cm. The
disease control rate (DCR) was 97.8%, progression of 2.2% In pre-chemoradiation group: ECOG index at
0;1 grade was 72.1%, at 2; 3 grade was 27.9%. In post-chemoradiation group: ECOG index at 0;1 grade
was 71.6%, at 2, 3 grade was 28.4%. Median time of PFS was 10.7 months, OS time was 20.8 months.
Median OS in the grade 3 group was 22.2 months, grade 4 was 16.5 months (P <0.001).

Conclusions: Post-operative chemoradiation with Temozolomide for high grade astrocytoma help to
decrease tumor diameter after treatment. Disease control rate is high. The progression rate is fow. This
regimen is effective in treatment.

Key words:: High grade astrocytoma, chemoradiation, Temozolomide.
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Bénh vién Trung wong Hué

I. DPAT VAN PE

U sao bao la bénh ly thuong gip nhung khé
didu tri va ¢ ty 1& tir vong cao. Tai Hoa Ky,
u hé théng thin kinh trung wong nguyén phat
chiém 21.810 trudng hop mdi méc trong
ndm 2008 va 13.810 ca tir vong udc tinh cho nam
d6 [4]. Ty 1€ u sao bao d6 cao chiém t6i 35% dén
45% trong céc khdi u ndo nguyén phat [7]. Ty 18
méc u sao bao dd cao ting din véi tde do trung
binh 1,1% mdi nim [2]. Céc kién thic vé& sinh
hoc phan tir va di truyén da phat hién duoc nguyén
nhén cta sy hinh thanh u sao bao dd cao [5],[6],
[11],[12],[15],[16],[17]. Tuy nhién, ty 1& tir vong
va ty 1¢ sbng con toan bd sau 5 nam vAn con thép
12 24% trong nhitng nam 1975-1977 va 35% trong
nhitng ndm 1996-2003 [4].

Hién nay, trén thé gi¢i dang c6 nhitng thay
ddi va tién bd 16n trong didu tri u sao bao do cao
nhdm nang cao hiéu qua didu trj va cai thién chét
lwgng séng cho bénh nhan. MGt trong nhiing hudng
nghién ctru hién nay 1 diéu tri két hop hoa xa ddng
thoi véi Temozolomide sau phau thuat. Hién da c6
nhiéu nghién ctru cho thiy két qua didu tri kha quan:
gitip tang thoi gian t6i khi bénh tién trién, tang thoi
gian séng con, it bién chimg. ..

O Viét Nam hién nay chura c6 nghién ctru nao vé
vén dé nay, chinh vi vy ching tdi thuc hién dé tai
niy, nhim muc tiéu: Danh gia két qua diéu tri cia
bénh nhan u sao bao d¢ cao dugc hda xa ddng thoi
véi Temozolomide sau phiu thut tai Trung tdm
Ung Budéu Chg Ray.

II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twomg nghién ciru :

Céc bénh nhén u sao bao do cao sau phau thuit
duoc diéu tri xa tri két hop déng thoi Temozolomide
sau md tai Trung tdm Ung Buéu Cho Riy tir
01/09/14-15/07/16

Tiéu chuin chon bénh

- Bénh nhén dugc chin doén 14 u sao bao ving
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dai ndo dugc phau thuat khong hoan toan tai Bénh
vién Chg Riy.

- C6 chan doan mé bénh hoc 14 u sao bao d6 cao
(d6 3, 4)

- Thé trang chung con t6t: Chi s6 toan trang tir
0-2 theo thang diém ECOG

- Tudi <65

- Chirc niang tay xuong con tdt, chiic ning gan
than con tot '

- Bénh nhan khéng mic c4c bénh cap tinh va
mén tinh trAm trong

- C6 hd so luu trir day di

Tiéu chuén loai trir bénh nhan

- Bénh nhan dugc chin doan 1a u sao bao o cao
da duge didu trj trude do

- Thé trang chung yéu: Chi sb toan trang tir 3-4
theo thang diém ECOG

- Tudi > 65

- Bénh nhan c6 nguy co tir vong gan do cac bénh
tram trong khéac

2.2. Phuong phap nghién ciu: Phuong phap
nghién ciru 12 nghién ctru can thiép 14m sang khéng
dbi chimg

Quy trinh thuc hi¢n diéu tri.

Bénh nhan dugc thong qua héi déng hoi chin dé
chin doan xac dinh, chi dinh diéu tri, 1ap ké hoach
diéu trj va hen ngay nhdp vién diu tri cu thé.

Déanh gi tdng trang theo tiéu chudn ECOG.

Panh gi4 bién ching theo tiéu chuin CTCAE.

Pénh gi4 dap (g (OR) theo tiéu chuén RECIST
bang CT, MRI mdi 3 thang.

Panh gia sic khoe tong quat theo thang diém
clia bang EQ-5D-5L. Panh gia chit luong cudc
séng theo thang diém cia bang EORTC QLQ-C30.

Thoi gian sdng con toan b (OS): tinh tir ngay
nhap vién diéu trj cho t6i ngay c6 tin tirc cudi cing,
ngay bénh nhén tir vong hoic ngay tdng két nghién
ctru, Thoi gian sdng con t6i khi bénh tién trién (PFS):
Tinh tir ngay diéu tri t&i ngay tai phat,tién trién, di
cin, tir vong hodc ngay téng két nghién ciru.

Thoi gian séng con duge thé hién qua céc chi
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s6: Trung vi thoi gian séng con, xac xuit séng
con toan bd sau | ndm, 2 nam theo phuong phap
Kaplan Meier. Thoi gian theo ddi: Tinh tir ngay
diéu tri toi ngay tdng két nghién ctru, ngay mat
diu theo doi hay ngay ghi nhéan ti vong. So sanh
céc yéu té anh hudng téi thoi gian séng con bing

IIL KET QUA NGHIEN CUU

phép kiém Log-rank. So sanh cac ty 1¢ bang phép
kiém Chi binh phwong, so sanh 2 tri s trung binh
bang phép kiém Student. Ngudng gia trj c6 y
nghia théng ké 1a P < 0,05.

Ngay téng két nghién ctru: 15.07.2016

Xt Iy 56 ligu: SPSS 19.0

Bang 1: Dic QEém bénh nhéan nghién ctu

S6 lwong 125
Trung vi tudi 40 (7 - 65)
Nam 41 (7 - 65)
Nir 39 (11 - 65)
. Gi6i
Nam 67 (53,6%)
Nit 58 (46,4%)
Chi s6 BSA 1,59 (1,18 —1,93)
Nam 1,64 (1,18 - 1,93)
Nir 1,53 (1,28 - 1,81)
Chi s6 ECOG
1 ' 80 (72,1%)
2 31 (27,9%)

1007

202%  15.6%

RLCN

D3u TK
khu trd n3o khac

bong
kinh

Biéu db 1: Ly do nhdp vién :

Triéu chiing chi yéu khién bénh nhan nhap vién phan Ion la dau dau, nén 6i, dong kinh va déu hiéu

than kinh khu tra
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1001

Phan 16n u ndm & thy tran , thiy thai duong, dinh. it gap & thily chim

80-
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13.8%

14.7%

1.8%

|

Thiy Thiythsi Thiy
tran duwong  cham dinh
Biéu dd 2: Vi tri u:

e
T

Bang 2: Mét s6 dac diém diéu trj

sromsrr ey

Thuy hénhop Khic

Pic diém n %
111 61 48.8
R v 48 38,4
Do mb hoc -
Hén hop 16 12,8
Téng cong 125 100
o o x Liy mét phan u 59 472
Mirc d9 phau thuit ——
Lay phan Ién u 66 52,8
2 trudng chiéu 2 1,6
. 3 trudng chiéu 74 59,2
Dic diém Héa Xa tri (S6 : o
trudmg chifu xa) 4 trudng chiéu 25 20
5 trudng chiéu 16 12,8
6 truomg chiéu 8 6,4
. Sinh hoat va lam viéc binh thudng 14 17,5
Hoi phuc sau héa xa (Tinh . X .
trang sinh hoat) Sinh hoat binh thudng 61 . 76,2
Sinh hoat ¢in su tro giap 5 6,2
Hoan toan 0 0
Dip éng sau didu trj theo Mot phén 5 5,6
tiéu chuin Recist Oﬂ dinh 83 922
Tién trién 2 2.2
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Bang 3: Pap ling téng trang sau diéu tri

Tac Truéc didu S g
Mikc . Sau diéu tri
dung a5 tri
phy * | Séeca | % | Sbca| %
0,1 80 72,1 73 71,6
ECOG
i 31 279 | 29 28,4
Bang 4: Pép ting diéu tri theo CT/MRI
- A
Kich thwéc Trm::idleu Sau diéu tri
R+ : )
khoi u n (%) n (%)
Trung vi (cm) 5 4,1
Khoang kich
thude (cm) 2t 2.=8,6
107 Lo
5._“_.,,,__.%
0.8 !
0.6 lll
{
0.4 £L
LLH
0.0+ .——“_nl
Dbﬂ S,IDD 1U.i03 15..00 ZDIDD

Biéu d 3: Thoi gian t&i khi bénh tién trién sau
diéu tri
Trung vi thdi gian téi khi bénh tién trién : 10,7
thang

Béng 5: Pic didm bénh tién trién va thdi gian
song thém toan bd

Pic diém %
T¥ 1¢ bénh 6 thang 80
tién trién 12 thang 20
T§ 1§ thoi 6 thang 97,2
gian sdng 12 thang 93,1
thém toan bg 18 théng 83,2

124

1.0+ g,
“‘bm
Lt et
0.8
0.6
0.4
0.2
0.04
T T U T T T
0.00 5.00 10.00 15.00 20.00 25.00

~ Biéu db 4: Thoi gian séng thém toan b :

Trung vi thoi gian séng thém toan bd: 20,8 thang

104 e e cppee by o do mo hoc
i SR =5 Rt " ~I"do 3
! o 4
bas e +- do 3-censored
05 1 4~ o 4-consored
Riy
1
b
0,64 w
La
0.4
0.24
0.0
T T T T T T
0.00 5.00 10.00 15.00 20.00 2500

Biéu db 5: Thoi gian sdng thém va do md hoc

Trung vi thoi gian séng thém & bénh nhén d6 3:

22,2 thang con bénh nhén d¢ 4 12 16m5 thang.
Khac biét ¢6 y nghia thong ké p<0,001.

101 ECTV—— gici
et b ~Inam
[ -y o
1 ~~= nam-cenzored
05 by, | nu-censored
|' B B

0.6+

0.4+

029

0.0+

T T T T T T
0.00 500 10.00 15.00 2000 2500

Biéu d 6: Thoi gian séng thém va gidi
Trung vi thoi gian séng thém & nam gi6i: 21,1
thang con bénh nhén nir gidi 1a 19,9 thang. Khac
biét khong cd ¥ nghia thong ké p=0,130.
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acog -
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Biéu dd 7: Thoi gian séng thém va ECOG

Trung vi thoi gian séng thém & bénh nhan c6
ECOG 01: 21,6 thang con bénh nhan ¢6 ECOG 02 la
16,2 thang. Khac biét ¢6 y nghia théng ké p=0,001.

IV. BAN LUAN

Qua nghién clru 125 trudng hop u sao bao do
cao duge héa xa ddng thoi sau md khong hoan toan
v6i Temozolomide, chiing tdi ghi nhén thiy trung vi
tudi la 40, trong d6 thip nhét 13 7 tudi va cao nhét 1
65 tudi. Két qué nay ciing phi hop v6i nhidu nghién
ciru khac. Trong dé trung vi tudi ctia u sao bao dd
thuong la 40 tudi [7], [9], [18]. Ty I¢ u sao bao do
cao hiém gip trudc tbdi 20 trong khi do ty 1€ nay
ting dang ké sau tudi 40. Theo nghién ctru ctia Lé

* Tudn Anh, tudi trung vi clia u sao bao 1a 40, con theo
nghién ctu cta Fisher, tudi trung vi ciia u sao bao do
cao ciing la 40 [8], [21].

Ly do nhap vién cua da phan bénh nhén 12 nhic
dau (50%), budn ndn (6,2%), 6i (6,2%), déng kinh
(1,6%). Két qua nay ciing phiy hop v&i nhiéu nghién
ctru khéc vé u sao bao dé cao. Khoang 2/3 bénh
nhan ngudi 16n ¢6 budu sao bao thudng cé bidu
hién trigu ching than Kinh tir tir bao gdm nhirc diu,
budn nén, 6i, dong kinh, giam véan dong, mét thi
giac hay cam giéc, rdi loan ngén ngit, hodc thay ddi
tinh cach. Céc trigu chimg co thé xuét hién trong
nhiéu thang hodc nhidu nim truée khi chin doan
dugc thuc hién [7].

Vi tri u sao bao d¢ cao thuwemg gap nhat 14 ¢ thiy
tran (31,2%), thiy thai duong (27,5%), thiy dinh
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(14,7%). Két qua nay ciing phit hop véi nghién ctru
ctia L& Tudn Anh vé u sao bao véi vi tri u thuong gip
nhit 1a thiy thai duong (29,7%), thuy trén (20,8%),
thuy dinh (17,8%) [1].

Ty 1& phau thuat &y mét phan u trong nghién ciru
nay la 47,2%, ldy phan 16n u 52,8%. Két qua nay
cling phit hgp v&i cac nghién ciru khac. Theo nghién
ctru ctia Stupp, Ty 18 bénh nhan dugc phéu thudt ldy
mét phén u 13 61%, 14y phan 16n u 14 39% [20].

Trong nghién ciru nay, chiing t6i ghi nhan thiy
chi sb tdng trang ciia bénh nhéan trudc diéu tri da
phéan 13 46 0,1 (72,1%), d6 2,3 (27,9%). Sau diéu tri
14.d6 0,1 (71,6%), d6 2,3 (28,4%). Chi sb nay khéng
thay ddi sau khi didu tri hoa xa tri ddng thoi sau md
méi Temozolomide. Két qua nay ciing phit hop véi
nhiéu nghién ctru khac. Theo nghién ciru cia RTOG
0525 vé tac dung khéng mong mubn cia héa xa tri
ddng thoi sau mb u sao bao d6 cao, chi sb tong
trang ciing khong thay ddi sau khi diéu tri. V&i d6
0,1 va 2,3 truéce diéu tri 1a 62% va 38%, tuong ing
sau didu tri 14 67% va 33% . Qua két qua cac nghién
cuu trén cho théy, bénh nhén u sao bao d§ cao dugc
héa xa ddng thoi sau md véi Temozolomide c6 chi
s6 tbng trang khong thay ddi sau diéu trj.

Trong nghién ctru ndy, chiing toi ghi nhén thay ty
1 kiém soat bénh (hoan toan+ mdt phan+dn dinh)
12 97,8%. Ty 1& bénh tién trién sau diéu tri hda xa tri
dong thoi sau mé méi Temozolomide thip (2,2%).
Két qua nay ciing phii hop véi nhiéu nghién ctru
khéc. Theo nghién clru clia Antonio vé két qua héa
xa tri déng thoi sau mé u sao bao do cao, ty 18 kiém
so4t bénh ciing kha cao (93%), ty 1& bénh tién trién
sau diéu trj thép (7%) [3]. Qua két qua cac nghién
ctiu trén cho thy, bénh nhan u sao bao d6 cao duge
héa xa dong thoi sau md véi Temozolomide 6 ty
1& kiém soat bénh kha cao, ty 1é bénh tién trién sau
diéu tri thip . ‘

Trong nghién ctru nay, ty 1 bénh tién trién sau
diéu tri sau 6 thang 14 80%, sau 12 thang 20%. Két
qua nay ciing pht hop véi nhiéu nghién ciru khac.
Theo nghién ctu ciia Stupp. ty 1¢ bénh tién trién sau
6 thang 53,9%, sau 12 thang 26,9%. Qua két qua cac
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nghién ciru trén cho thy, bénh nhan u sao bao db cao
dugc hoa xa déng thoi sau md véi Temozolomide
da phan thuong tién trién sau 1 nim [20].

Trung vi thoi gian t6i khi bénh tién trién 1a 10,7
thang, két qua nay ciing phii hop v&i cac nghién ctru
khéc, theo nghién ciru ciia Sijben (2008), trung vi t&i
khi bénh tién trién 1a 6 thang, nghién cttu ciia Niyazi
1a 6,4 thang; nghién ciru cua Jeon 12 6,7 thang [14].

Trung vi thoi gian sdng con toan bd 1a 20,8
théng, két qua nay ciing phii hop v6i cac nghién ciu
khac, theo nghién ciru ciia Stummer (2008), trung

vi thoi gian séng con toan bé 1a 16,3 thang, nghién
ctru cia Lovey 1a 17 thang, nghién ctru cta Jennifer
la 17,9 thang [19], [13], [10].

V KET LUAN

Hoéa xa tri d@mg thoi sau md khong hoan toan u
sao bao d§ cao voi Temozolomide gidp giam kich
thude u sau diéu tri. Thoi gian PFS va OS kha quan.
Ty 1& kiém soét bénh kha cao, ty 1¢ bénh tién trién
sau diéu tri thap. Day la phac db c6 hiéu qua trong
diéu tri.
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