TAP CHi NGHIEN CPU Y HOC

YEU TO ANH HUONG PEN SONG THEM
TREN UNG THW DAl TRANG KHONG POLYP

GIAI POAN Il - 1l CO BPOT BIEN GEN KRAS
Hoang Minh Cwong', Bui Thi Thu Hwong? va Vii Hong Thang"™
"Trrong Pai hoc Y Ha Noi
2Trwong Dai hoc Y Dwoc Thai Nguyén

Nghién ctru tién hanh véi muc tiéu phén tich céc yéu té dnh huéng dén thoi gian séng thém trén bénh nhén
ung thw dai trang giai doan Il - Il c6 dot bién gen KRAS. 93 bénh nhan duoc Iwra chon tir Bénh vién K, Bénh vién
Viét Burc, Bénh vién Bach Mai thoi gian ttr 1/2016 dén 8/2020. Bénh nhén duoc chan doan ung thuw khéng cé
tién str cat/dét polyp dai truc trang giai doan Il - I, phdu thuét triét can, héa tri bé tro theo chi dinh, cé dét bién
gen KRAS. Két qua: tudi trung binh 53,9  12,4; dét bién gen KRAS & Exon 2 chiém 91,4%; sbéng thém toan bd
trung binh 50,6 2,3 thang; sc"ing thém khéng bénh trung binh 39,5 + 2,6 thang; 3 nam sc"ing thém khéng bénh
va 4 ndm séng thém toan bo la 48,8% va 63,0%; pT4 va tinh trang di can hach (pNO, pN1, pN2) dnh huéng r6 rét
dén thoi gian séng thém (p < 0,05). U dai trang tréi c6 séng thém khéng bénh kém hon so véi dai trang phai (3
nam séng thém khéng bénh, 32,2% so v6i 62,4%, p = 0,006). Khéng co sw khac biét vé 3 ndm séng thém khéng
bénh va 4 ndm séng thém toan b lién quan dén vj tri dét bién (3 ndm séng thém khéng bénh: codon 12: 50,8% -
codon 13: 61,9%, p = 0,419; 4 ndm sbng thém toan bo: codon 12: 69,0%, codon 13: 70,7%, p = 0,584). Két luén:
Xam l4n cta khéi u (pT4), tinh trang di cdn hach (pPN2) va u & dai trang tréi la céc yéu té dw béo thoi gian séng
thém kém hon. Bét bién & vi tri codon 12 hay codon 13 trén Exon 2 khéng &nh hudng dén thoi gian séng thém.

T khéa: ung thw dai trang, giai doan Il - lll, dot bién gen KRAS, thoi gian séng thém.

I. DAT VAN DE

Ung thw dai trang la mét trong nhirng loai
ung thw méc hang dau & Viét Nam ciing nhw
trén thé gidi. Theo Globocan 2020, trén thé
gi¢i mdi ndm cé khoang 1.148.515 ca mdi
mac (chiém 6%) va 576.858 ca t&» vong (chiém
5,8%) do ung thw dai trang, dirng thr nam &
cd hai gi¢i vé sb ca mac.! Tai Viét Nam, sb ca
mac ung thw dai trwc trang ding thir 5 va sb ca
t&r vong dirng th tw & ca hai gidi.2 Bénh nhan
ung thw dai trang dén vién phan Ién dwoc chan
doan & giai doan Il va lll. Theo AJCC 8™, ung
thw dai trang giai doan Il - lll I nhdm da dang
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cac bénh nhan tén thwong ung thw xam l&n qua
I&p co hodc ¢o di can hach vung hoac ca hai.®
Gen KRAS la mét thanh vién cla gia dinh gen
RAS, ma hoa cho mét guanosine triphosphate.
GTPase vbn c¢6 hai trang thai: trang thai bat
hoat c6 gan GDP va trang thai hoat déng ¢ gan
véi GTP. L& moét chét truyén tin ha ngudn cta
EGFR, KRAS. Khi dot bién xay ra sé& lam mét
hoat tinh ATPase va gilr phan t&r protein KRAS
& trang thai gan ATP lién tuc, dan dén hau qua
l& cac phan tl truyén tin hiéu ha ngudn luén
hoat déng dé duy tri tin hiéu tang sinh té bao.4
Dot bién gen KRAS duoc phat hién tir 30% dén
50% cac trwdng hop ung thw dai trang.®® Trén
co s& vé di truyén hoc, tinh trang dot bién gen
KRAS 1a mot yéu t tién lwong xau dac biét 1a
nhirng trwdo'ng hop cé nguy co cao tai phat/di
can do Protein RAS dbt bién kich hoat vinh vién
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cac con dwong tin hiéu xudi dong thuc ddy qua
trinh phan chia té bao.

Ung thw dai trang khéng polyp c6 thé bénh
riéng biét lién quan t&i cé ché sinh bénh va tién
lwong khac so véi nhdm bénh con lai cé lién
quan dot bién mot sé gen. Nhirtng bénh nhan
da polyp danh gia cung luc v&i ndi soi dai trang
chan doan va phau tich bénh pham sau phau
thuat. Theo tim hiéu ctia ching t6i, hién nay két
qua diéu tri va mot sé yéu té &nh hudng dén
séng thém cla ung thw dai trang giai doan I
- Il c6 dot bién gen KRAS chua dwoc lam ré.
Do vay, chung téi tién hanh nghién ctru nay véi
muc tiéu: Phan tich cac yéu tb anh hwéng dén
thoi gian sbng thém trén bénh nhan ung thw dai
trang khéng polyp giai doan Il - 1l c6 dot bién
gen KRAS.

Il. DOl TWUONG VA PHUONG PHAP
1. Péi twong

Gom 93 bénh nhan ung thw dai trang thu
thap tir Bénh vién K, Bénh vién Viét Blrc, Bénh
vién Bach Mai. Tiéu chuén Iwa chon: chan doan
xac dinh ung thw dai trang giai doan Il - 11l (theo
AJCC phién ban 8 - 2017) tir thang 1/2016 dén
thang 8/2020, dwoc phau thuat triét can va
héa chét bd tro bang phac d& FOLFOX hodc
XELOX, khéng c6 tén thwong polyp kém theo
trén noi soi dai trwc trang 6ng mém va trén két
qua dai thé sau phau thuat triét can, xac dinh
c6 dot bién gen KRAS trén bénh phdm 1a mo
cb dinh formalin - vui paraffin tai Phong xét
nghiém cla ba bénh vién trén, c6 day da hd so
bénh &n dwoc lwu trik, bénh nhan déng y tham
gia nghién ctvu. Tiéu chuan loai triv: khéi u sau
phau thuat c6 chat lwong DNA thap, méc ung
thw cac co quan khac, bénh nhan khong co du
kha n&ng tra I&i cac cau hdi nghién ctru do méc
bénh, c6 tién str cat/dbt polyp dai trwc trang.
2. Phwong phap

Thiét ké nghién ctru moé ta, c6 theo ddi doc.

TAP CHi NGHIEN CU’U Y HOC

Nghién ctru 14y mau thuan tién.

Céc chi sé nghién ctru: Cac dac diém lam
sang, can lam sang nhu: tudi, gidi tinh, vi tri u
(dai trang phai dwoc tinh t manh trang t&i hét
dai trang ngang, dai trang trai t goc lach dén
hét dai trang sigma), thé& mé bénh hoc, giai doan
bénh, vi tri dot bién gen KRAS. Thoi gian séng
thém dwoc tinh tlr ngay phau thuat triét can.
Ngay dwoc chin doan tai phat hodc tlr vong
(néu co6) dwoc ghi nhan vao bénh an nghién
clru cling v&i cac dac diém 1am sang. Thoi gian
sbng thém toan bd hodc thoi gian sbng thém
khéng bénh dwoc tinh bang [Ngay tl vong]
hoac [Ngay tai phat] — [Ngay phau thuat] (don
vi tinh: thang).

Xét nghiém gen KRAS: Xét nghiém dot bién
gen KRAS tr mau bénh phdm sau mé ung
thw dai trang da dwoc cd dinh parafin bang
ky thuat PCR dé&c hiéu alen két hop lai dau do
phan t&r theo kit KRAS 12/13/61 StripAssay®
(ViennaLab, Ao), phat hién 29 dot bién & gen
KRAS (codon 12, 13, 59, 60, 61, 117 va 146)
hodc st dung bd coéng cu chuan bi mau DNA
cobas va phan tich bédng may cobas Z480 dé
khuéch dai va phat hién tw dong.

X ly s6 liéu

S6 liéu nghién clru dwoc nhap, xt ly va
phan tich trén may tinh, s dung phan mém
SPSS 21.0 (copyright SPSS version 21.0, IBM.
Chicago, IL, USA); Ty lé séng thém duoc tinh
theo phuwong phap Kaplan-Meier. St dung Log-
rank test dé so sanh sdng thém, véi khoang tin
cay 95%. St dung mé hinh Cox dé phan tich da
bién. Sy khac biét c6 y nghia thdng ké khi gia tri
p ctia kiém dinh < 0,05.

3. Pao dirc trong nghién ctru

Nghién ctu dwoc chép thuan béi Hoi ddng
dao duirc trong Nghién cru Y Sinh hoc, Trwdng
Pai hoc Y Ha Noi, s NCS28/HMU-IRB, ngay
29 thang 3 nam 2019.
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TAP CHi NGHIEN CPU Y HOC
lll. KET QUA

1. Dac diém bénh nhan
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Min: 24
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| : Max: 72
7 TB: 54,51 TB: 53,44

Marm M

Gi6i
Biéu dé 1. Pic diém tubi - gi&i
Tudi trung binh la 53,9 £ 12,4 tubi, tudi giao chiém 44,1% (41/93), d6 tudi ctia 2 nhém bénh
dong tir 24 dén 72 tudi. S6 bénh nhan nam nhan nam va ni kha twong dong.

DPdc diém bénh hoc
Bang 1. M6t s dac diém bénh hoc

Dic diém bénh nhan (n = 93) (n, %)
. < 50 tudi 28 (30,1)
Nhém tudi
250 65 (69,9)
Nam 41 (44.1)
Gidi
N 52 (55,9)
Dai trang phai 51 (54,8)
Vitriu
Dai trang trai 42 (45,2)
R Ung thw biéu mé tuyén 80 (86,0)
Thé md bénh hoc - -
UTBM tuyén ché nhay 13 (14,0)
pNO 41 (44,1)
Tinh trang di can hach pN1 40 (43)
pN2 12 (12,9)
pT3 32 (36,6)

Tinh trang xam l4n cta u
T4 59 (63,4)
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TAP CHi NGHIEN CU’U Y HOC

Dic diém bénh nhan (n = 93) (n, %)
Giai doan bénh Giai doan I 41 (44,1)
Giai doan Il 52 (55,9)
Codon 12 49 (52,7)
Exon 2 Codon 13 6 (17,2)
Vi tri ot bién Codon 12/13* 0 (21,5)
Exon 3, Codon 61 5(5,4)
Exon 4 Codon 59, 117, 146 3(3,2)

* dot bién gen KRAS tai Exon 2, khdng xéc dinh ré codon 12 hay codon 13

C6 69,9% sd bénh nhan trong nghién ctru
> 50 tudi. Khdi u & dai trang phai hay g&p hon
& dai trang trai (54,8% so v&i 45,2%). Ung thuw
biéu md tuyén 1a thé moé bénh hoc chd yéu
trong nghién ctru, chiém 86%. Phan I&n khéi u

= ¥Survival Function
—+— Censored

Ti lé séng tich Iy

20 a0 &0
Thai gian séng thém khéng bénh (thang)

Biéu dé 2a. Thi gian séng thém
khoéng bénh

Thoi gian STTB trung binh 1a 50,6 + 2,3
thang (95%Cl: 46,2 - 55,1 thang). Sau 24
thang, 36 thang, 48 thang theo doi, ti Ié STTB
twong ng la 80,6%; 70,4% va 63,0%. Thoi

da xam lan qua thanh mac (pT4, chiém 63,4%).
Dot bién gen KRAS xay ra phan 1&6n & Exon 2
chiém 91,4%.

2. Thoi gian s6ng thém va mét sé yéu t6 lién

quan

=¥ Survival | Function
1.0 —— d

Ti I song tich liy

T T T T
o 20 40 &0

Théi gian séng thém toan bé (thang)

Biéu dé 2b. Thoi gian séng thém toan bd

gian séng thém khong bénh trung binh 12 39,5 +
2,6 thang (95%Cl: 34,5 - 44,5 thang), ti 1& séng
thém khong bénh sau 12 thang, 24 thang va 36
thang lan luot 1a 1a 82,8%; 57,0% va 48,8%.

Bang 2. Th&i gian sdng thém va mét sé yéu té lién quan

STKB TB + SD STTB
) (TB + SD) ! (TB £ SD)’ P
(3 nam) (thang) (4 nam) (thang)
Nhom <50 46,2%  36,3+4,4 63,7% 465+ 38 0,326
tudi > 50 50,0% 40,2+ 3,0 ’ 73,3% 52,3+2,7 ’
151

TCNCYH 160 (12V2) - 2022



TAP CHi NGHIEN CPU Y HOC

STKB (TB = SD) STTB p
. , . (TB = SD)’ i
(3 nam) (thang) (4 nam) (thang)
Nam 51,2% 39,9+3,9 61,2% 48,0+ 3,1
Gioi 0,859 0,528
NG 46,6% 38,6 £3,3 65,7% 51,7+29
BT phai 62,4% 45,2+ 3,3 73,9% 55,2+29
Vi tri 0,006 0,089
DT trai 32,2% 31,7+ 3,6 52,8% 459+29
UTBM

. . 51,0% 40,4+2,8
Thé md  tuyén

bénh hoc UTBM ché
34,6% 33,2+6,5

66,6% 51,3+24
0,385 0,324
41,0% 43,5+5,6

nhay
Xam l4dn  pT3 734%  512+37 0,001 85,3% 56,6 £2,6 0,013
cliau pT4 34,7%  32,4+3,0 ’ 52,4% 46,6 +2,8
pNO 532%  40,2+3,6 66,0% 552 + 3,3
Di c&n
héch pN1 54,0%  42,8+38 0,002  69,1% 512+27 0,001
' pN2 16,7%  16,1+2,8 31,3% 32,9+4,8
Giai doan I 532% 40,2 +3,6 66,0% 552 + 3,3
T 0,428 0,169
bénh I 453% 37,734 60,3% 471+27

p, p’: So sanh STKB va STTB giita cac nhém bénh nhén, phén tich Kaplan-Meier, kiém dinh Log

rank
“: Phén tich séng thém toan bd

Bénh nhan ung thw dai trang trai cé thoi gian
sbéng thém khong bénh ngan hon so véi ung thw
dai trang phai (31,7 £ 3,6 so v&i 45,2 + 3,3, p
= 0,006). Nhwng th&i gian STTB cla hai nhom
trén khéng co s khac biét (p = 0,089). Sy xa&m
l&n ctia u (pT4 va pT3) va tinh trang di c&n hach
(pPNO, pN1, pN2) c6 anh hwéng dén thoi gian
séng thém khong bénh (1an Iwot p = 0,001 va

p = 0,002) va séng thém toan bd (lan lwot p
= 0,013 va p = 0,001). Tuy nhién, khi so sanh
gilra nhom giai doan Il va giai doan Ill, khéng cé
sw khac biét vé STKB (p = 0,428) va STTB (p
= 0,169). Thoi gian sbng thém cGia nhém bénh
nhan phan chia theo nhém tudi (< 50 va = 50
tudi), gioi tinh, thé mé bénh hoc.

Bang 3. Nguy co tai phat, tir vong trong phan tich da bién héi qui COX

Véu t4 Ti suat nguy co tai phat Ti suat nguy co tir vong
éutod
HR (95% CI) o] HR (95% CI) o]

Tudi = 50/ 0,608 0,617

2. 0,154 0,219
Tudi < 50 (0,306 - 1,206) (0,285 - 1,333)
NG/ 0,728 0.320 0,504 0.079
Nam (0,390 - 1,361) ’ (0,234 - 1,082) ’
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TAP CHi NGHIEN CU’U Y HOC

Ti suat nguy co tai phat

Ti suat nguy co tir vong

Yéu td
HR (95% CI) p HR (95% CI) p
Dai trang trai/ 2,514 2,199
- . 0,003 0,033
Dai trang phai (1,366 - 4,626) (1,067 - 4,536)
BM tuyén/ 0,964 0,690
P 0,931 0,441
BM ché nhay (0,423 - 2,200) (0,268 - 1,774)
pT4/ 4,424 4,020
0,000 0,003
pT3 (2,008 - 9,747) (1,584 - 10,204)
Di can hach/ 1,076 1,397
0,809 0,385

Khdng di can hach (0,593 - 1,951)

(0,656 - 2,974)

Vi tri u & dai trang trai 1a yéu té du bao tai
phat va tl vong s&m hon so v&i u & dai trang
phai (Tai phat: HR = 2,514, 95%Cl: 1,366 -
4,626, p = 0,003; T vong: HR = 2,199, 95%Cl:
1,067 - 4,536, p = 0,033). pT4 c6 nguy co tai

—+— Codon 12-censaore d
== Codon 13-censored

Ti Ié sdng tich lity

koA glan abng thim khing bt ghing)
Biéu doé 3a. STKB vé&i vi tri dot bién gen
KRAS

Théi gian STKB va STTB ctia nhém dot bién
& codon 13 c6 xu huwéng cao hon nhém bénh
nhan dét bién & codon 12, nhung sw khac biét
khong cé y nghia. Thoi gian sdng thém khong
bénh trung binh cia bénh nhan cé dét bién
gen KRAS & codon 12 1a 39,8 + 3,4 thang, ti 1é
STKB sau 3 nam la 50,8%; & codon 13 la 46,2
+ 5,8 thang, ti 1é STKB sau 3 nam1a 61,9% (p =
0,419). Thoi gian sdng thém toan bé trung binh
clia bénh nhan cé dot bién gen KRAS & codon

Ti & séng tich liy

phat va t& cong cao gép hon 4 1an so véi pT3
(Tai phat: HR: 4,424, 95%CI: 2,008 - 9,747, p
< 0,001; T vong: HR: 4,020, 95%CI: 1,584 -
10,204, p = 0,003).

Vi tri dot bien
1 Codon 12
=¥Codon 13
—— Codon 12-censore d
—+= Codon 13-censored

0.6

’ Th:‘vizg:ian sdng thém :::‘m hé (thang) ”
Biéu doé 3b. STTB vé&i vi tri dot bién gen
KRAS
12 la 50,7 + 2,5 thang, ti & STTB sau 4 nam
la 69,0%; & codon 13 la 57,5 + 4,5 thang, ti Ié
STTB sau 4 namla 70,7% (p = 0,584).

IV. BAN LUAN

Tubi trung binh bénh nhan ung thw dai trang
c6 dot bién gen KRAS 1a 53,9 + 12,4 tudi. Tac
gia Shuji Ogino nghién ctru trén 508 bénh nhan
ung thw dai trang giai doan Ill dwoc phiu thuat
triét can, ti 1& dot bién gen KRAS cao nhat &
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nhém tudi 60 - 69 tudi, chiém 31%, thap nhat &
nhém > 70 tudi, chiém 20%, tuy nhién sw khac
biét khéng cé y nghia théng ké.” Theo Roth,
nhém tudi > 60 tudi co ti 1& dot bién gen KRAS
la 38,8%, nhém tudi < 60 tudi co ty 1& dot bién 1a
35,2% (p > 0,05).8 Bénh nhan nir ¢ dét bién gen
KRAS cao hon nam (55,9% so v&i 44,1%). M6t
s6 nghién cu khéac cling cho két qua twong tw.
Tac gia Carlos Gil Ferreira (2014), nghién ctru
8.234 trwdng hop ung thw dai trwc trang giai
doan tién trién, ti 1& dot bién gen KRAS & ni¥
gid¢i cao hon & nam gi&i (34,8% so v&i 32,5%,
p = 0,03). Giai thich diéu nay, tac gia da phan
tang cac trwong hop dot bién & hai gidi theo
cac nhom tudi khac nhau nhdm tim hiéu sy anh
hwéng ctia hormone sinh duc dbi v&i tinh trang
dot bién gen, dac biét la & nlr gidi, do nlv gidi
c6 sw bién dong Ién vé hormone sinh duc, d&c
biét trong thdi ky sinh san. Dot bién gen KRAS
cht yéu tai exon 2, vi tri codon 12 va codon 13,
chiém 91,4% (85/93). Nhiéu nghién ctru ciing
cho két qua twong tw.5%"

Thoi gian theo dbi trung binh trong nghién
ctru la 38,2 + 13,4 thang (12 thang - 68 thang).
Sau 24 thang, 36 thang, 48 thang theo doi, ti 1é
STTB twong ng la 80,6%; 70,4% va 63,0%.
Thoi gian sdng thém khéng bénh trung binh [a
39,5 + 2,6 (95%Cl: 34,5 - 44,5 thang), ti 1& séng
thém khéng bénh sau 12 thang, 24 thang va 36
thang l1an lwot la 1a 82,8%; 57,0% va 48,8%.
Theo tac giad Baek, ti 16 STKB va STTB sau
3 n&m ctia nhém bénh nhan c6 dot bién gen
KRAS twong trng la 89,3% va 94,3%. Tinh trang
gen KRAS khéng phai la mét yéu t6 dw bao co
y nghia cho STKB va STTB."> M6t nghién ctru
khac trén b&nh nhan ung thw dai trang giai doan
1l c6 két qué sbng thém toan bod va séng thém
khong bénh sau 5 ndm & bénh nhan cé dét bién
KRAS la 64% va 62%." Ti I1é nay cao hon trong
nghién ciru clGa ching t6i, diéu nay co thé giai
thich do muc tiéu clia nghién clru clia chung

t6i la xac dinh cac yéu té anh huwéng dén séng
thém trén bénh nhan co dot bién gen KRAS,
nén mot sb trudng hop cd két qua gen KRAS
sau khi dwoc chan doan tai phat van dwoc cho
vao nghién ctru, nén thoi gian sdng thém sé
ngan hon do bi &nh huéng cla viéc ldy mau.
Thém nira bénh nhan trong nghién cru trén
trong giai doan | - lll, chat lwgng diéu tri ung thw
dai trang & cac nwéc phat trién tét hon.

Qua phan tich méi lién quan gitra thoi gian
séng thém véi mot sé dac diém bénh hoc trong
nhém bénh nhan ung thw dai trang khdng polyp
giai doan Il - Il dwoc phdu thuat triét can, hai
yéu t6 quen thudc c6 &nh hudng dén séng thém
cla ung thw dai trang ndi chung van thé hién
dwogc anh hwdng véi nhom bénh nhan nay, dé
Ia tinh trang xam I&n cGa u (pT3 vs pT4) va tinh
trang di can hach (pNO, pN1, pN2). Nghién ctru
cho thay co sw khac bét vé thdi gian STKB va
STTB lién quan dén pT4 va tinh trang di can
hach (pNO, pN1, pN2). Tuy nhién, khi danh gia
méi lién quan cta sdng thém véi giai doan bénh
(Il vs 1), két qua diéu tri & giai doan Il tuy c6 xu
hwéng tét hon & giai doan lll, nhwng sy khac
biét khéng c6 y nghia thdng ké (p > 0,05). T
day, co thé thay lién quan dén tinh trang di can
hach vé&i sbng thém, tinh trang pN2 cho tién
lwong xau, con su khac biét gitka pN1 va pNO
chwa rd rang.

Khi danh gia séng thém khong bénh lién
quan v&i vj tri khéi u & dai trang, bénh nhan
u dai trang trai c6 STKB kém hon so véi u dai
trang phai (3 nam STKB, dai trang trai: 32,2%,
TB: 31,7 + 3,6 thang so v&i dai trang phai:
62,4%, TB: 45,2 + 3,3 thang, p = 0,006). Khi
danh gia vé STTB, thi khéng c6 sy khéac biét vé
két qua diéu tri cia hai nhém bénh nhan trong
th&i gian theo dai (p > 0,05). Trong phén tich da
bién, vi tri u & dai trang trai la yéu t& dw bao tinh
trang tai phat va t&r vong so véi u & dai trang
phai (tai phat: HR = 2,514, p = 0,003; t& vong:
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HR =2,199, p = 0,033). pT4 c6 nguy co tai phat
va tlr vong cao gép hon 4 1an so v&i pT3 (tai
phat: HR: 4,424, p = 0,000; t&r vong: HR: 4,020,
p = 0,003).

Két qua nay hinh nhw khéng phu hop véi
ung thw dai trang ndi chung, nhiéu nghién ctu
trwdc day chi ra rdng khéi u dai trang phai
thwdng cé két qua diéu tri kém hon so véi khéi u
dai trang trai, dac biét & giai doan mudén.'® Cung
vé&i vi tri khdi u, tinh trang dot bién gen KRAS ¢6
anh hwéng dén tién lwong cta bénh nhan ung
thw dai trang khong polyp giai doan Il - lll. Khi
tim hiéu cac nghién ctu trong va ngoai nwéc
dé lam ré hon két quéa nghién ciru cla ching
t6i, thwe té c6 it nghién ctru dé cap dén van dé
nay, cac nghién ctru chd yéu quan tam dén gia
tri ciia dot bién gen KRAS véi sdng thém, con
cac yéu t6 anh hwéng dén séng thém trén bénh
nhan cé dot bién gen KRAS khoéng dwgc mo ta
trong cac nghién clru ching toi cé thé tim hiéu
duoc.

Vi tri dot bién & codon 12, codon 13 gan day
dwoc dé cap dén nhiéu trong cac nghién ctru.
Tuy nhién, anh hwdng cta dét bién tai codon
12 hay codon 13 dén thoi gian séng thém chwa
ré rang. Phan Ién cac nghién cliu déu chi ra
khong cé su khac biét vé sdng thém & nhirng
bénh nhan dot bién exon 2 codon 12 khi so v&i
dot bién exon 2 codon 13. Két qua tlr nghién
ctru Baek cling ing hd nhan dinh trén (3 nam
DFS: dét bién codon 12: 89,5% so véi dot bién
codon 13: 90,9%, p = 0,765; 3 nam OS: dét
bién codon 12: 97,6% so v&i dét bién codon
13: 85,8%, p = 0,105)."2 Theo Jones, thoi gian
séng thém toan bo trung binh ctia bénh nhan cé
dot bién gen KRAS & codon 12 va codon 13 la
24,8 thang va 22,4 thang.™ Két qua tr nghién
clru cla chung téi cling cho thdy khéng cé sw
khac biét v& 3 nam STKB va STTB lién quan
dén vi tri dot bién tai codon 12 hay codon 13 (3
nam STKB: codon 12: 50,8% so v&i codon 13:

TAP CHi NGHIEN CU’U Y HOC

61,9%, p = 0,419; 4 nam STTB: codon 12: 69%
so v&i codon 13: 70,7%, p = 0,584).

V. KET LUAN
Déi v&i nhitng bénh nhan ung thw dai trang
khong polyp giai doan Il - Ill c6 dét bién gen

KRAS duwoc phau thuat triét can, héa chat b
tro thi mirc d6 xam lan cta khéi u (pT4), tinh
trang di can hach (pN2) va vi tri u & dai trang
trai la cac yéu té dw bao thoi gian sbng thém
kém hon. Dot bién gen KRAS & vi tri codon 12
hay codon 13 trén Exon 2 khong anh hwéng
dén thoi gian sdng thém.
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Summary
FACTORS AFFECTING SURVIVAL IN NON-POLYP COLON
CANCER STAGE Il - lll WITH MUTATION OF KRAS GENE

This study aimed to assess the factors related the survival time among patients with stage II-llI
colon cancer. A total of 93 patients were enrolled into the study from National Cancer Hospital, Viet
Duc Hospital and Bach Mai Hospital between Jannuary 2016 and August 2020. The inclusion criteria
were having stage Il - Il colon cancer according to the 8th edition of American Joint Committee on
Cancer staging system, mutated KRAS gene, and no accompanied polyp. The exclusion criteria
were having a diagnosis of a second type of cancer or anamnesis about the removal of colorectal
polyp. The average age was 53.9 + 12.4 years. The rate of KRAS gene mutations in Exon 2 was
91.4% (85/93). The mean overall survival (OS) rate was 50.6 + 2.3 months. The mean disease-
free survival (DFS) rate was 39.5 + 2.6 months, and 3-year DFS rate and 4-year OS rate were
48.8% and 63.0%, respectively. Patients with pT4 stage or node metastasis were less likely to
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survive than patients with pT3 or negative node. Those with left-sided tumors had significantly
lower DFS compared to those with right-sided tumors (3-year DFS 32.2% versus 62.4%, p =
0.006). Mutated KRAS gene in codon 12 or codon 13 was not a significant prognostic factor for
disease-free survival or overall survival (3-year DFS: codon 12: 50.8% - codon 13: 61.9%, p = 0.419;
4-year OS: codon 12: 69.0% - codon 13: 70.7%, p = 0.584). Tumor invasion (pT4), positive node
status (pN2) and left-sided tumor were significant prognosis factors for survival. KRAS mutation
codon 12 or 13 in exon 2 did not significantly affect survival rate in stage Il - lll colon cancer.

Keywords: colon cancer, Stage IlI-lll, mutated KRAS, survival.
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