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mé& ndi soi gbi néi chung va ké ca cho nhiing
ngudi bénh c6 dut day chang chéo trudc khdp
gdi nhung khdng md. Tuy vay nhitng két qua
budc dau thu thép dugc ciing cd nhCrng y nghia
nhat dinh, glup cho ching ta c6 mét cai nhin
budc dau vé tinh trang ky cam két phau thuat
khong dong nghia vdi viéc ngugi bénh thuc su
hiéu va chia sé quyét dinh diéu tri v8i thay
thudc. Két qua nghién clru nay sé 13 cd sd dé
thuc hién cac danh gid tong két sdu réng hon
sau nay vé van dé nay.
V. KET LUAN

Ngudi bénh mé tai tao day chang chéo trudc
khdp g6i dugc cung cap du thong tin lién quan
dén bénh va phéu thuat nhu‘ng con thi€u cac
thong tin vé qua trinh cham soéc va diéu tri sau
md. Mot s6 thong tin can thiét dugc truyén tai
chua thuc su' dé hiéu. Pa s6 ngudi bénh chua
cam thay hai Iongvdl qua trinh cung cap thdng
tin can thiét truéc md cho phau thuat tai tao day
chang chéo trudc khdp géi.
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MOI LIEN QUAN GIU'A TINH TRANG POT BIEN GEN KRAS, NRAS, BRAF
VA MOT SO PAC PIEM BENH HOC UNG THU BIEU MO
PAI TRU’'C TRANG GIAI POAN DI CAN

TOM TAT

Muc tiéu: (1) Xac dinh ty 1 dot bién gen KRAS,
NRAS va BRAF & bénh nhan ung thu dai truc trang di
can; (2) P6i chiéu tinh trang dot bién gen véi mot s6
dac diém bénh hoc cua benh nhan ung thu dai truc
trang di can. Poi tugng va phuong phap nghlen
ciru: MO ta cét ngang 76 tru’dng hgp ung thu biéu mo
dai truc trang giai doan di can dugc chan doan va
diéu tri tai Bénh vien TWQD 108. Giai trinh tu chudi
DNA gen KRAS (exon 2), NRAS (exon 2, 3, 4) va BRAF
(exon 15) dé xac dinh tinh trang dot blen va moi lién
quan véi mdt s6 dic diém bénh hoc. Két qua Trong
76 trudng hop khao sat gen KRAS, NRAS va BRAF
ching téi ghi nhan ty 1€ dot bién gen lan Iugt Ia
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44,7%; 3,9% va 9,2%. Dot bién gen KRAS thudng
gap G cac bénh nhan ¢d nong d6 CEA huyét thanh tai
thdi diém chan doan > 5ng/ml véi p = 0,022. Dot bign
gen BRAF thudng gdp & cac bénh nhan cé nong do
CEA huyét thanh tai thdi diém chan doan > 20ng/ml
véi p = 0,007. Cac dac diém bénh hoc khac nhu nhom
tudi, gldl thé trang, vi tri khéi u nguyen phat do mo
hoc va sd lugng tang di cénlién quan khdng co y nghla
V@i tinh | trang dot b|en _gen KRAS va BRAF. Khong tim
thay mai lién quan cé y nghia giffa tinh trang dét bién
gen NRAS va cac dic diém bénh hoc. K&t luan: Ty Ie
dét bién gen KRAS & bénh nhan ung thu biéu md
tuyén dai truc trang giai doan di can tai bénh vién
TWQD 108 13 44,7%. Dot bién gen KRAS lién quan co
y nghia véi néng dé CEA huyét thanh tai thdi diém
chan doan (> 5ng/ml). Ty 1& dot bién gen NRAS la
3,9%. Ty Ié dot bién .gen BRAF 13 9,2%. D6t bién gen
BRAF lién quan c6 y nghia véi néng dé CEA huyét
thanh tai thai diém chan doan (> 20ng/m|)

Tu khoa: Dot bign gen KRAS, dot bién gen NRAS,
dot bién gen BRAF, ung thu dai trl_J’C trang.

SUMMARY
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RELATIONSHIP BETWEEN KRAS, NRAS,
BRAF MUTATIONSAND
CLINICOPATHOLOGICAL CHARACTERISTICS

IN METASTASIS COLORECTAL CANCER

Objective: (1)To determine the rate of KRAS,
NRAS and BRAF gene mutations in metastatic
colorectal cancer; (2) To explore the possible
relationship between their mutation status with some
clinicopathological characteristics. Patients and
methods: A cross-sectional study included 76 cases
of metastasis colorectal cancer were diagnosed and
treated at 108 Military Central Hospital. KRAS, NRAS
and BRAF mutations were identified by direct DNA
sequencing. Results: Among the 76 metastasis
colorectal cancer patients, we detected 34 (44,7%)
mutations in the KRAS gene, 3 (3,2%) mutations in
the NRAS gene, and 7 (9,2%) mutations in the BRAF
gene. The KRAS mutation frequency was significantly
higher in the patients who had initial CEA level >
5ng/ml (p = 0,022). The BRAF mutation frequency
was significantly higher in the patients who had initial
CEA level > 20ng/ml (p = 0,007). Other
clinicopathological features, such as age, gender,
personal status,primary tumor location, histological
grade, number of metastatic sites showed no positive
relationship with KRAS and BRAF gene mutation
status. There was not the positive relationship
between gender, primary tumor location, CEA level,
histological grade and status of NRAS mutation in our
research. Conclusion: The KRAS, NRAS and
BRAFmutation rates of metastasis colorectal cancer in
108 Military Central Hospital was 44,7%; 3,2% and
9,2%, respectively. KRAS mutation was associated
with CEA level (> 5ng/ml). BRAF mutation was
associated with CEA level (> 20ng/ml).

Key words: KRAS mutation, NRAS mutation,
BRAF mutation, colorectal cancer.

I. DAT VAN DE

Theo GLOBOCAN 2020, ung thu dai truc
trang (UTDTT) 1a ung thu cé ty 1&é mdi mac ding
hang thir ba, va la nguyén nhan gay tr vong do
ung thu ding hang thir hai. Udc tinh trong ndm
2020, c6 hon 1,9 triéu ngudi méi chan doan, va
khoang 935000 ngudi t&r vong do UTDTT trén
toan thé gigi [1]. C6 khodng 25% bénh nhan da
c6 di cdn xa tai thdi diém chan doan, va khoang
50% bénh nhan UTDTT s& tién trién di can[2].

Biéu 16 qua muc thu thé yéu td ting trudng
bi€u bi (EGFR)trong UTDTT udc tinh gdp & 25%
- 82% cac trudng hgp. Su hoat hda EGFR dan
dén hoat héa cac dudng dan truyén tin hiéu noi
bao, trong dé cé hai dudng dan truyén tin hiéu
ndi bao chinh la con dudng Ras/Raf/MEK/MAPK
va con dudng PI3K/AKT, sau d6 gay ra nhing
dap Ung quan trong cla té€ bao bao géom tang
sinh t€ bao, biét hda t€ bao, su di dong, tang
sinh mach va sinh ton cla té bao[3]. Cac khang
thé don dong (c ché hoat déng cla EGFR Ia

cetuximab va panitumumab da ching minh hiéu
qua trong diéu tri bénh nhan UTDTT giai doan di
can. Tuy nhién, diéu tri cetuximab va
panitumumab khoéng cé hiéu qua & cac bénh
nhan c6 dét bi€én gen KRAS, NRAS, nhiéu nghién
ctu cling cho thay dot bién BRAF la yéu to du
bdo khang tri v&i diéu tri cetuximab hodc
panitumumab & cac liéu trinh ti€p sau li€u trinh
ban dau[4]. Do dd, xét nghiém danh gia tinh
trang doét bi€én gen KRAS, NRAS va BRAF dugc
HGi NoOi khoa ung thu chau Au, ciing nhu Mang
lugi ung thu Quoc gia Hoa Ky khuyén cdo xét
nghiém bat budc cho bénh nhan ung thu dai truc
trang di can trudc khi ti€n hanh diéu tri[2-5]

Trong ung thu dai truc trang cé khoang 42%
bénh nhan cd doét bién gen KRAS exon 2, khoang
10% bénh nhan c6 dot bién gen KRAS & exon 3
hoac exon 4, khoang 5-7% cé dot bién gen
NRAS [4] va thém vao do, khoang 5-10% bénh
nhan c6 dot bién gen BRAF [2-4]. Tai Viét Nam,
vGi su phat trién cia sinh hoc phan tlr, dd co
mot s6 cong trinh nghién clru vé dot bién gen &
bénh nhan ung thu dai truc trang. Tuy nhién, da
sO la cac nghién clru vé tinh trang dot bién gen
KRAS, cac nghién clru vé tinh trang dot bi€én gen
NRAS va gen BRAF con it.

Ching t6i ti€n hanh nghién ctu nay véi 2
muc tiéu: (1) Xdc dinh ty 1é dot bién gen KRAS,
NRAS va BRAF & bénh nhadn UTDTT di can, (2)
Do chiéu tinh trang dot bién gen vdi mot s6 dac
diém bénh hoc cda bénh nhén UTEDTT di can.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Po6i tugng nghién clru: 76 bénh nhéan
UTDTT di cdn dugc dudc chdn doan xac dinh
bdng md bénh hoc tai Bénh vién TWQD 108

Phudng phap nghién cilru: Thiét ké nghién
cllu mO ta cdt ngang. Cac bénh nhan sau khi
dugc chan doan xac dinh ung thu dai truc trang
bang mé bénh hoc, co tén thuang di cin trén
cac phuang tién chan doan hinh anh va/hodc mo
bénh hoc va dong y tham gia nghién cltu thi
dugc lua chon vao nghién cttu, ghi nhan cac dac
diém bénh hoc va tién hanh cac ki thuat xac dinh
tinh trang dot bién gen KRAS, NRAS, BRAF. Ki
thuat dugc thuc hién la ki thuat giai trinh tu’ gen.
S6 liéu dugc xir ly thdng ké bang phan mém
SPSS 20.0. Cac thuat toan théng ké mo ta gia tri
trung binh, tdn sudt, kifm dinh x2, kiém dinh
Fisher exact, ty suat chénh OR dugdc s dung
trong nghién cru, cac két qua co y nghia thong
ké vai sai so a/2 < 0,05.

Il. KET QUA NGHIEN cU'U
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Pic diém bénh hoc cia nhém bénh nhan
nghién ciru. Mot s6 déc diém bénh hoc clia nhém
bénh nhéan nghién cltu dugc tém tét trong bang 1

Bang 1: Mot sé diac diém bénh hoc cua
nhom bénh nhan nghién ciu

! SO lugng |
Dic diém N=|

76 | °

<60 37 48,7

Tuol > 60 39 | 51,3
Nam 58 | 76,3
Gio Nt 18 | 23,7
0-1 72 | 94,7

ECOG 2 4 5,3
Huyét Binh thudng 52 | 68,4
sac to Giam 24 | 31,6
Pai trang phai 9 | 11,8

Vi tri Pai trang trai 24 | 31,6
Truc trang 43 | 56,6

< 5 ng/ml 31 | 41,9

CEA > 5 ng/ml 43 | 581

Th& mb| UTBM tuyén biethéaré | 2 | 2,6
bénh hod UTBM tuyén biét hoa vira| 64 | 84,2

UTBM tuyén kém biét hdéa| 2 | 2,6

UTBM tuyén ché nhay 8 | 10,5

Do mo Cao 10 | 13,2
hoc Thap 66 | 86,8
S0 tang Di can 1 tang 57 | 75,0
di can Di can > 2 tang 19 | 25,0
Dot bién Co 34 | 44,7
KRAS Khéng 42 | 55,3
Dot bién Co 31 39
NRAS Khéng 73 | 96,1
Dot bién Co 7 9,2
BRAF Khong 69 | 90,8

Doi chiéu tinh trang doét bién gen KRAS
v@i moét s6 dac diém bénh hoc

Bang 2 tém tat méi lién quan gilta dét bién
gen KRAS va mot s6 dac diém bénh hoc cua
nhém bénh nhan nghién clru gém c6 nhém tudi,
gidi tinh, thé trang, vi tri khGi u nguyén phat,
nong d6 CEA huyét thanh, d6 mo hoc va s
lugng tang di can.

Bang 2: P6i chiéu tinh trang dét bién gen KRAS vdi mét sé dic diém bénh hoc

Tinh trang dot bién KRAS OR
Cé dot bien | Khong dot bien | DO tin ciy 95% P
. < 60 tuoi 16 21 0,889
Tuoi > 60 tudi 18 21 [0,36-2,2] 0,799
Nam 28 30 1,867
Gidi Nit 6 12 [0,62-5,65] 0,265
0-1 32 40 0,8
ECOG 2 2 2 [0,11-6,0] 1,0
Pai trang phai 5 3 2,96 0.238
Dai trang trai 9 16 [0,57-15,4] !
Vi tri kh6i | Dai trang phai 5 3 1,917 0,465
u nguyén Truc trang 20 23 [0,41-9,05] !
phat Pai trang trai 9 16 0,647 0.393
Truc trang 20 23 [0,24-1,78] !
> 5 ng/ml 25 20 3,056
CEA < 5 ng/ml 9 22 [1,16-8,09] 0,022
Do mo Cao 3 7 0,484 0497
hoc Thap 31 35 [0,12-2,04] '
S6 tang Di can 1 tang 30 37 1,014 10
di can Di can > 2 tang 4 5 [0,25-4,11] !

Trong nghién clfu nay, ching toi nhan thay
dot bién gen KRAS gap & nhom bénh nhan co
nong do CEA huyét thanh > 5ng/ml cao gdp
3,056 lan so véi nhdm bénh nhan cé noéng do
CEA huyét thanh < 5 ng/ml (d0 tin cdy 95%
1,16-8,09; p = 0,022). Chua ghi nhan mai lién
quan c6 y nghia gilfa tinh trang dét bién gen
KRAS vdi cac dac diéem bénh hoc khac nhu nhém

tuoi, gidi, thé trang, vi tri khGi u nguyén phat, do
mo hoc va s0 lugng tang di can.

Poi chiéu tinh trang dot bién gen NRAS
véi mdt sé dic diém bénh hoc. Bang 3 tém
tat mdi lién quan gilra dot bi€n gen NRAS va mot
sd dic diém bénh hoc cla nhéom bénh nhén
nghién clru gém cd gidi tinh, vi tri khdi u nguyén
phat, nong d6 CEA huyét thanh, d6 m6 hoc.

Bang 3: Déi chiéu tinh trang dét bién gen NRAS vdi mét sé dic diém bénh hoc

Tinh trang dot bién NRAS |

OR L p |
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Co dot bién | Khong dot bién | PO tin cay 95%
Nam 2 56 0,607
Gidi Nt 1 17 [0,05-7,11] 0,561
Vit u Pai trang tréi 1 24 0,854 o
nguyén phat Truc trang 2 41 [0,07-9,93] !
> 20 ng/ml 1 26 0,904
CEA < 20 ng/ml 2 47 [0,08-10,45] 1,0
A A Cao 1 9 3,556
D6 m6 hoc Thép 2 64 [0,20-4331] | 934

Nghién cru nay chua ghi nhan mai lién quan cd
y nghia gilfa tinh trang dét bién gen NRAS véi cac
dac diém bénh hoc nhu gidi tinh, vi tri khoi u
nguyén phat, néng do CEA huyét thanh va do mo hoc.

Pdi chi€u tinh trang dét bién gen
BRAFvGi mot s6 dac diém bénh hoc

Bang 4 tém tat mdi lién quan gira dot bién
gen BRAF va mét s6 ddc diém bénh hoc cua
nhém bénh nhan nghién cu gém cé nhém tuoi,
gidi tinh, thé trang, vi tri khdi u nguyén phat,
nong doé CEA huyét thanh, d6 md hoc va s6
lugng tang di can.

Bang 4: P6i chiéu tinh trang dét bién gen BRAF vdi mét sé dic diém bénh hoc

Tinh trang dot bién BRAF OR
C6 dot bién | Khéng dét bién | D6 tin cdy 95% P
< 60 tudi 4 33 1,455
Tubi > 60 tudi 3 36 [0,3-6,99] 0,708
Nam 5 53 0,755
Gioi NiT 2 16 [0,13-4,27] 0,667
0-1 6 66 0,273
ECOG 2 1 3 [0,02-3,04] 0,326
Dai trang phai 1 7 1,643 10
Pai trang trai 2 23 [0,13-20,94] !
Vitriu | Daitrang phai 1 7 1,393 10
nguyén Truc trang 4 39 [0,14-14,38] !
phat Pai trang trai 2 23 0,848 10
Truc trang 4 39 [0,14-5,0] !
> 20 ng/ml 6 21 13,714
CEA < 20 ng/ml 1 48 [1,55-121,12] 0,007
Do mo Cao 2 8 3,05 0228
hoc Thap 5 61 [0,51-18-41] '
S0 tang Di cdn 1 tang 5 62 0,282 0191
di can Di can > 2 tang 2 7 [0,05-1,74] !

Trong nghién clfu nay, ching toi nhan thady
dot bién gen BRAF gap & nhdm bénh nhan co
nong do CEA huyét thanh > 20ng/ml cao gap
13,714 [an so véi nhdm bénh nhan c6é néng do
CEA huyét thanh < 20 ng/ml (d6 tin cay 95%
1,55-121,12; p = 0,007). Chua ghi nhan mai lién
guan c6 y nghia gilfa tinh trang dot bién gen
BRAF véi cac déc diém bénh hoc khac nhu nhdm
tudi, gidi, thé trang, vi tri khdi u nguyén phat, do
mo hoc va s0 lugng tang di can.

IV. BAN LUAN

Dot bién gen KRAS. Trong nghién clftu nay,
chlng t6i xac dinh dugc 34 trudng hgp dot bién
gen KRAS trén t&ng s6 76 bénh nhéan, chiém ty
Ié 44,7%. Ty & dot bién gen KRAS trong nghién
cliu cta ching toi cling tuang dong véi két cua
cla cac nghién ctru khac trong nudc va trén thé
gidi. Selcukbiricik va céng su (2013) thay cé

46% bénh nhan c6 dot bién gen KRAS[6].0 Viét
Nam,Bui Anh Tuyét va Nguyén Van Hiéu (2017)
xac dinh ty 1& dot bién gen KRAS la 36,9% [7].
Vi Thi Nhung va Nguyéen Thuan Lgi (2018) xac
dinh ty 1€ dot bién gen KRASIa 43,8%[8].

Co nhiéu nghién ctu danh gid mai lién quan
gitta dot bién gen KRAS va cac ddc diém bénh
hoc cta bénh nhan ung thu dai truc trang, tuy
nhién két qua van con ban cai. Selcukbiricik va
cong su' (2013) quan sat thay ty Ié dot bién gen
KRAS cao hon & cac bénh nhan tir 60 tudi tré
xuéng va tang néng dé CEA huyét thanh tai thdi
diém chan doan (CEA>5ng/ml)[6]. Trong nghién
cru nay, chdng t6i thay cé su lién quan gilra ty
Ié dot bi€én gen KRAS cao han & cac bénh nhan
cd nong d6 CEA huyét thanh > 5ng/ml tai thdi
diém chan doan.

Dot bién gen NRAS. Ching t6i phat hién 3
truong hgp dot bién gen NRAS trong s6 76 bénh
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nhan nghién ctu, chiém ty 1€ 3,9%. Ty Ié nay
cling phu hgp vdi cac nghién clu khac trong
nudc va trén thé gidi.Ty 1€ dot bién gen NRAS
trong nghién clru cua Peeters va cong su (2015)
la 7,4%[4]. O Viét Nam, Vi Thi Nhung va
Nguyén Thuan Lgi (2018) bao cao ty |é dot bién
gen NRAS la 4,1% [8].

Trong nghién ctu nay, ching toi khong tim
dugc su lién quan gilfa tinh trang do6t bién gen
NRAS véi qidi tinh, vi tri khéi u nguyén phat,
nong do CEA huyét thanh va dé mo6 hoc khai u.

Dot bién gen BRAF. Trong s6 76 bénh nhan
tham gia nghién cltu, cd 7 bénh nhan dot bi€n
gen BRAF, chiém ty |1é 9,2%. Cac nghién cltu
khac cling cho két qua tugng tu. Ty Ié dot bién
BRAF trong cac nghién citu COIN, CAIRO2,
NORDIC VII, CRYSTAL, PRIME trong khoang 6 —
12% [4]. O trong nudc, Thi Nhung va Nguyén
Thuan Lgi (2018) thong bao ty 1€ dot bién gen
BRAF I3 6,9% [8].

Dot bién BRAF c6 mdi lién quan vdi u & dai
trang phai, s6 lugng tang di can I6n, u kém biét
héa, gidi tinh nir [4]. Trong nghién ctu nay,
chiing t6i nhan thdy dot bién gen BRAF hay gap
G cac bénh nhan c6 néng do CEA huyét thanh
téng trén 20ng/ml tai th&i diém chan doan.

V. KET LUAN

Nghién cru 76 trudng hdgp ung thu dai truc
trang di can chdng téi ghi nhan ty 1€ dot bién
KRAS, NRAS va BRAF [an lugt la 44,7%; 3,9% va
9,2%. Ty Ié dot bién KRAS & cac bénh nhan cé
néng dd CEA huyét thanh tai thdi diém chén
doan > 5ng/ml cao han cé y nghia thong ké so
vGi cac bénh nhan c6 nong d6 CEA huyét thanh

tai thdi diém chdn dodn < 5ng/ml. Ching ti
cling quan sat thay ty 1€ d6t bién BRAF & cac
bénh nhan c6 ndng d6 CEA huyét thanh tai thoi
diém chan doan > 20ng/ml cao hon cd y nghia
thong ké so véi cac bénh nhan coé nong dé CEA
huyét thanh tai th&i diém chan doan < 20ng/ml.
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NONG PO MUOI CAO BANG SAC KY LOP MONG VA CHIET PHA RAN

Trinh Minh Viét*, Nguyén Quéc Chién*, P§ Tuan Mén*

TOM TAT

Cac quy trinh TLC, SPE d3 céng b8 cé thé tach tét
cac phén I6p lipid tr mau sinh hoc trong tu’ nhién nhu
(I|p|d trong thuc pham lipid trong huyét thanh
ngudi...). Chdng t6i, da ng dung phan tich lipid trong
dung dich c6 nong dé mudGi kiém cao (DDM: dung dich
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bao quan md sinh hoc), bang cac quy trinh TLC, SPE
nay; tuy nhién quy trinh SPE theo Kaluzny va Agren
khong lap lai dugc d6i véi mau lipid chiét tr DDM,
chua thu dugc két qua nhu tac gia cong bd; Cac két
qua TLC thu dugc phtl hgp véi mC)t sO cong bo da
dugc chap nhan rong rai, song rat khé nhan dién
cholesterol véi DG trong ket qua phan tich mau hon
hop. Pay rd rang la diém han ch& néu thanh phan
dich 13 DG va cholesterol. Qua khag sat, Chung da cai
tién TLC (Vién 69) mot budc véi hdn hdp dung moi B
(Ce-DEE-methanol- acid acetic; 90:20:3: 2) do dan gian
va tach kha tot cac Idp lipid chuan don ciing nhu hon
hgp. Trerng hgp can tach thém cac thanh phan MG,
DG cd thé khai trién thém mét budc véi hon hgp chu’a



