TAP CHi NGHIEN CU’U Y HOC

MOT SO YEU TO LIEN QUAN DEN KET QUA DIEU TRI
BO TROQ CAPECITABIN UNG THU DAl TRANG GIAI DOAN Il
NGUY CO CAO

Nguyén Thi Thu Hwong'?, Hoang Manh Thang'?
"Trrong Pai hoc Y Ha Noi
2 Bénh vién K

Nghién ctru nham danh gié mét sé yéu té lién quan dén két qua diéu tri ung thw dai trang giai doan Il bang
capecitabine. Nghién ctru mé ta héi ctru trén 96 ngudi bénh ung thw dai trang giai doan Il nguy co’ cao duoc
phéu thuét triét can va diéu tri bé tro bang capecitabine tai Bénh vién K tir 2016 dén 2019. Théi gian theo déi
trung vi 60,6 théng, ty 16 DFS va OS 5 ndm tuong (g 89,5% va 91,1%. Thoi gian séng gidm dén theo giai doan
IIA, 1IB, 1IC (DFS-5 ndm twong tng 93,1%, 89,2%, 66,7%, p = 0,115) (OS-5 nam twong tng 92,1%, 93,6% va
66,7%, p = 0,05). DFS, OS x&u hon & nhém cé xdm nhdp mach, than kinh (DFS: 66,7% so véi 91%, p = 0,047;
0S: 66,7% so v6i 92,7%, p = 0,014). Sé luong yéu tb nguy co cang nhiéu tién luong cang xau, DFS va OS tuong
g theo 0,1,2 yéu t6 nguy co'la 100%, 95,8%, 71,4% va 100%, 94,7%, 71,4% (p < 0,05). Phéan tich da bién cho

thay giai doan IIC va tinh trang x4m nhdp mach mau thén kinh la 2 yéu té tién luong déc lap dén két qua OS.

T khoa: Capecitabine, bd tro, ung thw dai trang, yéu t6 anh hwéng.

I. DAT VAN DE

Theo GLOBOCAN 2022, ung thw dai trang
dirng the 4 vé ty 1& mac.! Diéu tri nén tang
cho ung thw dai trang (UTBDT) giai doan Il la
phau thuat, vai trd héa chét trong diéu tri bd
tro han ché. C6 khoadng 30 - 40% bénh nhan
UTDT giai doan Il sau phau thuat don thuan
c6 tai phat tai chd hoéc di can xa, nguyén nhan
dwoc cho la do cac ton thwong vi di can xuét
hién tai thoi diém phau thuat.2 Nhidu nghién
clu trén Thé gidi da thuc hién dé danh gia loi
ich ciia héa chét bd tro trong UTDT giai doan
Il. Thtr nghiém QUASAR (2007), so sanh diéu
tri bd tro Fluorouracil két hop véi Leucovorin ¢é
hodc khéng c6é Levamisole so v&i phau thuat
triét cdn don thuan trén bénh nhan ung thw dai
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triec trang (71% UTDT, 91% UTDT giai doan
1), két qua nghién clru cho thay diéu tri hoa
chét bd tro giip gidm nguy co' tai phat bénh
22%, giam nguy co t&r vong 18%.3 Nghién ctru
ACCENT (2009), trong s& gan 6900 bénh nhan
UTDT giai doan Il héa tri bb tro dwa trén nén
tang Fluoropyrimidine cai thién thoi gian sbng
thém 8 nam la 5% (p = 0,026).* Ngoai ra, két
qua ciia mét phan tich gop thwe hién nam 2020
thdy rang diéu tri hoa chéat cai thién dang ké
thdi gian séng thém toan bd (p < 0,001) va
thoi gian séng thém khéng bénh (p = 0,002)
& phan nhom UTDT giai doan Il nguy co cao
sau phau thuat.5 Theo khuyén céo hién hanh
ctia Mang luéi Ung thw Quéc gia My, Hiép hoi
Ung thw Y t& Chau Au, Bo Y té Viét nam, hién
nay cé nhiéu phac dd da dwoc ap dung trong
diéu tri bd tre ung thw dai trang giai doan Il nhw
Capecitabine, FUFA, XELOX, FOLFOX... Phac
dd bd tro bang capecitabine don tri dwoc ap
dung kha phd bién trén Iam sang Viét Nam do
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tinh thuan tién va hiéu qua cao, tuy nhién chuwa
c6 nhiéu nghién clru danh gia két qua diéu tri
ctia phac dd trén ung thw dai trang giai doan
II. Vi vay, chung t6i thwe hién nghién ctru nay
v&i muc tiéu: Danh gia mot s yéu té lién quan
dén két qua diéu tri clia capecitabine trén nhém
riéng biét nay.

Il. DOl TUONG VA PHUONG PHAP

1. Déi twong

Gom 96 bénh nhan chan doan ung dai trang
giai doan Il (pT3,4NOMO) nguy co cao dwoc
ph&u thuat triét c&n va diéu tri bd tro bang phac
dd hoa chat Capecitabine don tri tai Bénh vién K
co s& Tan Triéu trong thei gian tlr thang 1/2016
dén thang 12/2019, thé trang chung tét (ECOG
0-2), chwa diéu tri hoa chéat, mién dich hay xa tri
trwdc d6, chirc nang gan than, tuy xwong trong
gidi han cho phép diéu tri hoa chéat. Chung toi
loai trir cac trwong hop cé ung thu khac kém
theo, khéng phan biét dwoc vi tri u gilra dai
trang sigma va trwc trang, mac cac bénh ndi
khoa trdm trong c6 nguy co t&r vong gan.

2. Phwong phéap

Thiét ké nghién ciru: M6 t& hoi clru trén 96
ngudi bénh tai Bénh vién K co s& Tan Triéu ti
T1/2016 dén 12/2019.

Diéu tri, ddnh gia ddp (rng va theo déi:
Liéu capecitabine tiéu chuan 1a 1250 mg/m?/
lan, uéng 2 lan/ngay, ngay 1 - 14 (chu ki 21
ngay), dwoc diéu tri 4 - 8 chu chu ki. Panh gia
két qua diéu tri sau mbi 4 chu ki diéu tri hoa

chét, theo déi 03 thang/ 1an sau khi két thuc
diéu tri. Danh gia két qua séng thém khéng
bénh (DFS - Disease free survival), sbng thém
toan bd (OS - Overall survival) tai thdi diém 5
nam theo Kaplan Meier. Danh gia méi lién quan
ctia mot sb yéu té nhw tudi, tinh trang tac ruét,
giai doan, xam lan mach-than kinh, CEA, sb
hach ph&u tich, sb lwgng yéu té nguy co, hinh
thirc phau thuat va thoi gian bat dau diéu tri
hoa chét.

Bién sé, chi sé nghién ctru

Thu thap cac dac diém ngudi bénh nghién
ctu bao gém: tudi, gidi, chi sb toan trang theo
ECOG, giai doan bénh theo AJCC phién ban 8,
cac yéu t6 nguy co cao, thdi gian t khi phau
thuat dén khi didu tri hoa chét, lidu thudc khai
diém, s6 chu ky diéu tri, thoi gian tai phat, thoi
gian séng.

X ly s6 liéu

Sé lieu dwoc x& ly bang phdn mém SPSS
20.0. So sanh, kiém dinh sw khac biét gitra cac
bién dinh tinh gitra 2 nhém bang test x2, cac so
sanh c6 y nghia théng ké khi p < 0,05. Danh gia
sbng thém theo phwong phap Kaplan Meier c6
kiém dinh Log rank test.

3. bao dirc nghién ctru

Nghién ctru da duoc théng qua hoi déng dao
drc nghién ctru y sinh hoc truong DHYHN, s
quyét dinh 5073/QD-DHYHN ngay 18/8/2022.

I. KET QUA

1. Pac diém ngwoi bénh nghién ciru

Bang 1. Dac diém ngwei bénh nghién clru

Dic diém (n = 96) $6 bénh nhan %
Tubi
Trung binh 56,5
> 60 tudi 40 41,7
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Dic diém (n = 96) $6 bénh nhan %

Gidi

Nam 50 51

N 46 49
ECOG

0 53 55,0

1 31 32,0

2 12 13,0
Giai doan bénh

A 43 44,8

1B 47 49,0

lc 6 6,2

Céc yéu té nguy co cao* (khéng tinh T4)

0 27 27,9
1 53 55,8
>2 6 16,3

Thoi gian tir khi phdu thuét dén khi diéu tri hoa chét
<4 tuan 64 66,7

4 -8 tuan 32 33,3

Liéu thuéc (% liéu chuén)

80 - 85% 53 55,2

85 - 90% 20 20,8

290% 23 24,0
Sé chu ky diéu tri hoa chét

8 chu ky 93 96,8

4 -7 chu ky 3 3,2

*Yéu tb nguy co cao: u T4, sb lwong hach kiém tra gidi phdu bénh duwéi 12, xdm nhép mach mau/
bach huyét/than kinh, thé kém biét héa hodc khéng biét héa/ ché nhay, bién ching do u nhuw thing
ruét hodc téc ruét, cé hién twong ndy chéi u, dién cét duong tinh

Tubi cao trén 60 chiém 41,7%. Da sb nguoi (66,7%), 55,2% liéu thudc 80 - 85% lidu chuan,
bénh diéu tri hoa chat sau mé dwéi 4 tuan 96,8% hoan thanh da 8 chu ky diéu tri.
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2. Két qua diéu tri

101 " Surival Function ol  Consore "
L‘—‘-._. Lt
' Thzsvi gian theo d&i DFS (thang) 1 ' Tzliévi gianA:heo déiﬁgs (thé:;) b
Biéu d6 1. Biéu dd s6ng thém theo Kaplan Meier
Bang 2. Két qua DFS, OS tai thoi diém 5 nam
Két qua
Thoi gian theo déi trung vi (thang) 60,6 (Cl 95%: 22 - 79)
DFS 5 nam (%) 89,5
OS 5 nam (%) 91,1
Thoi gian theo ddi trung vi 60,6 thang. Ty lé 3. Méi lién quan giira mot sé yéu té véi thoi
DFS 5 nam 89,5%, OS 5 nam 91,9%. gian séng thém

Bang 3. Lién quan mét sé yéu t6 véi DFS, OS tai thoi diém 5 nam trong phan tich don bién

Phan tich don bién DFS  Phan tich don bién OS

Yéu té
% DFS 5 nam ¢] % OS 5 nam p
. <40 100,0% 100,0%
Tudi 0,414 0,476
> 40 88,9% 90,6%
i Co 81,8% 90,9%
Tac ruét 0,394 0,961
Khéng 90,6% 91,1%
A 93,1% 92,1%
Giai doan 1IB 89,2% 0,115 93,6% 0,05
lIC 66,7% 66,7%
5 hach kiém t 212 92,9% 96,0%
50 hach kiem fra - 0,337 ’ 0,064
giai phau bénh <12 87,0% 87,0%
EA tride didu tri =5 ng/ml 88,3% 90,6%
C’ trtfoc diéu tri o 0.852 () 0.863
héa chat <5 ng/ml 90,0% 92,3%
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Phan tich don bién DFS  Phan tich don bién OS

Yéu toé
% DFS 5 nam ¢] % OS 5 nam p
Xam nhap mach mau, mach  Co 66,7% 0.047 66,7% 0.014
bach huyét, than kinh Khéng 91,0% ’ 92,7% ’
) o 0 100,0% 100,0%
So lvong yéu td nquy co
i T'4)g y 9y 1 95.8% 0,04 94.7% 0,037
2 71,4% 71,4%
) Noi soi 96,6% 96,6%
Hinh thirc phéu thuét - 0,149 0,254
M mé 86,5% 89,6%
Thoi gian bét ddu héa chdt <4 tuan 89,1% 0.804 92,2% 0.804
sau phéu thuét 4 -8tudn 90,6% ’ 89,5% ’

Két qua phan tich don bién cho thay tinh
trang xdm nhap mach mau, mach bach huyét,
than kinh; co tlr 2 yéu t6 nguy co trd 1én, giai
doan IIC | céc yéu td lien quan dén ty 1&é DFS 5
nam thép hon & nhém nghién ctru, sw khac biét

c6 y nghia thdng ké. Giai doan bénh, tinh trang
xam nhap mach mau, mach bach huyét, s
lwong yéu t6 nguy cao la cac yéu té lién quan
dén ty 1é OS 5 nam th4p hon trong nghién clru,
sw khac biét ¢ y nghia thdng ké véi p < 0,05.

Bang 4. Mb hinh héi quy da bién COX danh gia cac yéu té lién quan t&i DFS, OS 5 nam

o, DFS 5 nam OS 5 nam
Yeu to
HR (95%ClI) o] HR (95%CI) p
1,755 1,755 (0,417-
Giai doan bénh 1IB 0,443 ( 0,736
(0,417 - 7,39) 7,39)
6,977 6,977 (0,884 -
Giai doan bénh IIC 0,065 ( 0,009
(0,884 - 55,06) 55,06)
Xam nha h ma 2 209 (1,022 -
e:m n. ap mach mau, 5,209 0,047 5,209 (1,0 0,027
than kinh (1,022 - 26,545) 26,545)
. 1,401 1,401 (0,224 -
Tac rudt 0,718 ( 0,349
(0,224 - 8,767) 8,767)
Sé hach kiém tra gidi phau 2,005 2,005 (0,506 -
R 0,322 0,076
bénh (0,506 - 7,495) 7,495)

Tinh trang xam nhap mach mau, mach bach
huyét, than kinh cé6 méi lien quan dén giam ty
l&é séng thém khong bénh 5 ndm. Giai doan IIC
va tinh trang xam nhap mach mau, mach bach
huyét, than kinh la cac yéu tb lien quan déc lap

t&i két qua sbng thém toan bd 5 nam.

IV.

BAN LUAN

Vé&i thdi gian theo ddi trung vi 63,5 thang,
10 ngudi bénh tai phat tai ché va di can xa
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(10,42%), ty 1& DFS 5 nam ctia d6i twong nghién
ctru la 89,5%, OS 5 nam la 91,1%. Két qué DFS
5 nam trong nghién ctru clia ching t6i cao hon
cac nghién ctru khac, thtr nghiém SACURA cho
DFS 5 nam & nhém diéu tri bb tro la 80,2%,
Joen va cong sy cho thdy DFS 3 nam & giai
doan Il 1a 84,6%, nghién ctru MOSAIC cho két
qua DFS 5 nam la 80,1%.58 Khi tién hanh phan
tich don bién cac yéu té lien quan dén sbng
thém khéng bénh: tinh trang xadm nhap mach
bach huyét, than kinh va cé tir 2 yéu td nguy co
tr& 1&én cho thay ty 1& sdng thém khéng bénh 5
nam th&p hon dang ké& so v&i nhém con lai, sw
khac biét ¢ y nghia thdng ké véi p < 0,05. Md
hinh hdi quy da bién COX ciing chi ra méi lién
quan gitra tinh trang xam nhap mach mau, than
kinh v&i ty 1& DFS 5 nam. Két qua nghién ctu
cho thay cac yéu td khac nhw tac ruét, sd hach
kiém tra gidi phau bénh khong c6 méi lién quan
dén thoi gian sdng thém khong bénh.

Ty 1& sbng thém toan bd 5 ndm giai doan
Il nguy co cao trong nghién ctru ctia Jeon H.J
va cdng sy dat 90% véi phac dd FOLFOX.”
Két qua nghién ciru cGa chung téi thap hon
so voi thtr nghiém SACURA.6Ty Ié OS 5 nam
clia nhém diéu tri UFT 1a 94,5%. Su khéac biét
nay co thé do sw khac nhau vé dac diém bénh
nhan gitra 2 nhém nghién ctru. Ty Ié giai doan
lIA trong th&r nghiém la 84,5% cao hon so vé&i
nghién clru ching toi la 44,8%.° Khi tién hanh
phan tich don bién cac yéu td lién quan dén
sbéng thém khoéng bénh: giai doan bénh, cé tw 2
yéu t6 nguy co tré Ién va tinh trang xa4m nhap
mach bach huyét, than kinh cho thay ty I& séng
thém toan bd 5 nam thap hon dang ké so v&i
nhém con lai, sy khac biét cé y nghia théng ké
v&ip < 0,05. M6 hinh hdi quy da bién COX ciing
chi ra rang giai doan bénh IIC va tinh trang xam
nhap mach mau, than kinh cé méi lién quan dén
gidm ty 1€ OS 5 nam.

Tw két qué nghién clru, ching téi nhan thay
giai doan bénh 1a yéu tb tién lwong xau trong

UTDT giai doan Il. Ty & séng thém toan bd 5
nam giai doan IIA la 92,1%, giai doan IIB la
93,6%, giai doan IIC la 66,7% (p = 0,05), sy
khac biét cé y nghia théng ké. Tac gid Kumar.A
va cOng sw da thyc hién nghién ctru trén 1697
bénh nhan UTDT giai doan Il t* nam 1999 -
2008 v&i muc tiéu so sanh két qua hoéa tri bd
tror gilbka nhém nguy co cao va nhém nguy co
thap. Nghién cru nay cho thay hoa chét bd tro
sau phau thuat mang lai lgi ich cho nhém bénh
nhan nguy co cao, chd yéu bénh nhan cé khéi u
giai doan T4.° Nghién clru clia Babcock chirng
minh rdng nhirng bénh nhan cé 2 yéu té nguy
co cao tré 1én cé kha ndng séng sét thp hon
s0 v&i nhirng bénh nhan cé mét yéu té nguy co.
Hoa chét bd tro c6 lién quan dén cai thién sdng
thém & nhirng bénh nhan giai doan T4 hoac két
hop T4 va céac yéu té nguy co khac.™

V. KET LUAN

Trong diéu tri b tro ung thw dai trang giai
doan Il bang capecitabine, yéu t6 &nh huéng
doc lap dén két qua DFS 5 nam 14 tinh trang
xam nhap mach mau va than kinh, yéu té anh
hwéng doc lap dén két qua OS 5 nam 1a giai
doan IIC va tinh trang x&m nhap mach mau va
than kinh.

L&i cam on
Chung t6i xin tran trong cam on Ban lanh
dao, phong ké& hoach téng hop, cac khoa diéu
tri tai Bénh vién K da tao moi diéu kién giup
chung t6i hoan thanh nghién ctru nay.
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Summary

FACTORS RELATED TO THE OUTCOMES OF
ADJUVANT CAPECITABIN MONOTHERAPY FOR HIGH-RISK
STAGE Il COLON CANCER

The study aimed to evaluate factors related to the outcome of adjuvant capecitabin monotherapy
for high-risk stage Il colon cancer. We conducted a retrospective study on 96 patients with high-risk
stage Il colon cancer who underwent radical surgery and adjuvant treatment with capecitabine at K
Hospital from 2016 to 2019. The median follow-up time was 60.6 months, the 5-year DFS and OS
rates were 89.5% and 91.1%, respectively. Survival decreased gradually according to stage IIA, 1B,
IIC (5 years DFS rates were 93.1%, 89.2%, 66.7%, respectively; p = 0.115) (5 years OS rates were
92.1%, 93.6% and 66.7%, respectively; p = 0.05). 5 years DFS, OS rates were worse in the group
with vascular and nerve invasion (DFS: 66.7% vs 91%, p = 0.047; OS: 66.7% vs 92.7%, p = 0.014).
The more high-risk factors, the worse the prognosis, DFS and OS according to 0, 1, 2 high risk
factors were 100%, 95.8%, 71.4% and 100%, 94.7%, 71.4% (p < 0.05). Multivariate analysis showed
that stage IIC and neurovascular invasion were 2 independent prognostic factors for OS outcome.

Keywords: Capecitabine, adjuvant, colon cancer, risk factors.

TCNCYH 182 (9) - 2024 111



