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dong chay TIMI. Diéu nay ciing dugc ghi nhan
bai Halimah [10], khi khong thay su khac biét co
y nghia vé galectin-3 gita nhéom STEMI va
NSTEMI, du nong do trung binh & ca hai nhom
déu & murc cao (20,55 + 13,93 ng/mL va 20,26
+ 17,43 ng/mL; p = 0,601). Mot ly do kha di la
galectin-3 phan anh mdc do viém va xad hda man
tinh hon la su thay déi huyét dong hoc cp tinh,
von anh hudng dén dong chay TIMI.

Nhin chung, cé thé thdy rdng galectin-3 Ia
mdt ddu &n phan &nh mdc dd tén thuong lan
rong va phic tap cla hé théng mach vanh,
nhung khéng dac hiéu cho mic d6 hep tai mot
vi tri hay tinh trang tudi mau tai thdi diém cap
tinh. Do dd, galectin-3 c6 tiém nang (ng dung
trong phan tang nguy cc dai han va du bao tién
trinh tai ciu trdc tim mach, déng thdi cd thé goi
y cho chién lugc can thiép s6m & nhitng bénh
nhan cé nguy co cao.

V. KET LUAN

Nong do galectin-3 huyét thanh c6 lién quan
dén mdc dé lan rdng cua ton thuong déng mach
vanh & bénh nhan hoi chlirng vanh cap. Két qua
nay ggi y vai tro tiém ndng cua galectm -3 nhu
mot dau &n sinh hoc hd trg danh g|a nguy co va
dinh hudng chién Iuge can thiép ¢ nhom bénh
nhan nay.
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Muc tiéu: Xac dinh ty I& nhiém Epstein-Barr virus
(EBV) trén bénh nhan ung thu dai truc trang (UTDTT)
nguyén phat dugc xac dinh dét bién dap Ung diéu tri
dich KRAS. Poi tuwgng va phudng phap: Nghlen
clru mo ta cat ngang dugc thuc hién trén 102 mau md
duc nen cla bénh nhan dugc chan doan UTDTT
nguyén phat tai bénh vién Bach Mai trong 2019-2020.
K&t qua: Phat hién ty 1& nhiém EBV ia 55/102 ca
chiém 53,9%; trong do ty 1€ benh nhan mang dot bién
dép (mg DTD 13 49.02%, ch( yéu phat hién & nir gldl
(p=0,02). Nhiém EBV khong lién quan dén tudi, gidi
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va phan loai gidi phau bénh hay mang dét bién dap
ing diéu tri dich (p>0,05). K&t luén: dot bién dap
Lrng diéu tri dich KRAS thudng gap & nir giGi trong khi
viéc nhiém EBV & uTeTT nguyén phat chiém 53,9% &
trong nghién clu nay cho thady EBV cd thé |a nguy co
dan dén UTDTT. T khoa: EBV, ung thu dai truc
trang, dot bién KRAS

SUMMARY
PREVALENCE OF EPSTEIN-BARR VIRUS

(EBV) INFECTION IN COLORECTAL CANCER

Objective: To determine the prevalence of
Epstein-Barr virus (EBV) infection in patients with
primary colorectal cancer (CRC) who also had been
identified KRAS mutations that is responsed to
targeted therapy. Subjects and Methods: A cross-
sectional study was conducted using 102 formalin-
fixed paraffin-embedded (FFPE) samples derived from
patients diagnosed with primary colorectal cancer
(CRC) at Bach Mai Hospital between 2019 and 2020.
Results: EBV infection was detected in 55 out of 102
cases, accounting for 53,9%. Among these, the
proportion of patients harboring KRAS mutations was
49,02%, notably a significantly higher prevalence in
females (p = 0,02). While EBV infection showed no
association  with age, sex, histopathological
classification, or KRAS mutation status (p > 0,05).
Conclusion: KRAS mutations responsed to targeted
therapy were more frequently observed in female
patients, while EBV infection was present in 53,9% of
primary CRC cases, suggesting that EBV may be a
high risk factor for CRC. Keywords: EBV, colorectal
cancer, KRAS mutation.

I. DAT VAN DE

Ung thu dai truc trang (UTDTT) la loai ung
thu phé bién thr ba va la nguyén nhan gay tor
vong do ung thu dirng thir hai trén thé gidi. bay
la mét trong ba loai ung thu dudc chan doan
nhiéu nhat, va cung la nguyén nhan gay t’ vong
do ung thu phé bién th(r ba trén cd nam Ian nir.
Tai Viét Nam, ganh nang ung thu da tang gap ba
[an trong ba thép ki qua; trong do, dai truc trang
ding thd tu trong cac loai ung thu thudng gap
nhit (16.835 s6 ca mac mdi trén tdng sO
180.480 ca dugc chadn doan trong ndm 2022,
chiém 9,3%). Dy bao dén nam 2025, dai truc
trang sé trg thanh loai ung thu phé bién th( hai
& nam gidi (sau ung thu phdi), va th& ba & nit
gidi (sau ung thu vu va ung thu tuyén giap).

Epstein-Barr virus (EBV) la loai virus ph&
bién nhat trong ho virus Herpes, lay truyén qua
nuéc bot. EBV c6 kha nang lay lan manh khi c6
kha nang lay nhiém cho hon 90% ngudi truéng
thanh trén toan thé gidi, tuy nhién phan I6n cac
trudng hgp khéng anh hudng nghiém trong téi
stc_khoe hodc ton tai dudi dang tiém an.
Nhiém EBV thudng lién quan dén ung thu
lympho Burkitt hodc Hodgkin, hodc cac ung thu
bi€u md &c tinh khac nhu ung thu vom hong va
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ung thu da day. Co rét it nghién clu trén thé
gidi dudc thuc hién dé khao sat tinh trang nhiém
EBV va mai lién quan cla nd tGi cac loai ung thu
khac ngoai ung thu da day va ung. thu vom
hong. V&i UTDTT, duU van c6 mot s6 bao cao
dudgc ghi nhan, nhung diém chung la ¢& mau con
han ché va phu‘dng phap tién hanh khong dong
nhat, dan tdi viéc khd so sanh, d6i chiéu két qua.

Trong sO cac oncogene quan trong dugc phat
hién, gen tién ung thu KRAS, mdt phién ban
tuong dong cla virus sarcoma Kirsten Ras (KRAS)
G ngudi, cho thay ty Ié dot bién cao nhat trong
UTDTT, vdi han 35% bénh nhan c6 ghi nhan dot
bi€n nay. Hau hét cac dot bién KRAS lién tuc kich
hoat con dugng tin hiéu MAPK, dan dén su gia
tang khdng kiém sodt cua t& bao ung thu.?

Chlng t6i thuc hién nghién cu nay nham
muc dich xac dinh ty 1& nhiém EBV trong cac
mau UTDTT chan dodn nguyén phét, cung el
dd la cac dot bién dugc phat hién tai cac vung
hot-spot c6 (ng dung trong dap (ng diéu tri dich
gen KRAS. Két qua nghién cliru gop phan danh
gia hiéu qua cta phuong phap diéu tri dich doi
vGi nhitng bénh nhan UTDTT.

Il. OI TUONG VA PHUONG PHAP NGHIEN CU'U
2.1. Po6i tugng nghién ciru: 102 mau md
dic nén cua bénh nhan dudc chan doan UTDTT
nguyén phat tai Bénh vién Bach Mai, Ha NOi
trong nam 2019-2020
* Tiéu chudn lua chon: Bénh nhan cb
chan doan md bénh hoc la UTDTT nguyén phat
trén bénh pham phau thuat hodc sinh thiét.

* Tiéu chuén loai tru:

- Cac trudng hgp mdc UTDTT cung vdi cac
loai ung thu khac.

- Cac trudng hdp mau nén bi hao mon hao
hut khong tim thay ving mo u.

2.2. Phuong phap nghién ciru

Thiét ké nghién cdau: M6 ta cat ngang.

Dia diém nghién cdu: Bénh vién Bach Mai,
Trung tdm nghién cfu Gen — Protein, Trudng Dai
hoc Y Ha Noi.

Phu’o’ng phap chon mdu: Chon mau thuan
tién, cd mau N=102 mau.

Phuong phap nghién ciu:

- Tach chiét DNA: Mau mé duic nén dugc cat
thanh cac lat mong 5um va thu thap trong 6ng
Eppendoft 1,5mL. DNA tdng s6 dudc tach chiét
bang QIAamp DNA FFPE Tissue Kit (QIAGEN,
#56404), bao quan & nhiét d6 -20°C.

- Xac dinh ty 1é nhiém EBV trong mau mo
bang ky thudt PCR: Khuéch dai gen EBER1 cd
kich thudc 150bp trinh tu nhu sau: 5'-
GATCCAAACTTTAGTTTTAG- 3’ va 5 -
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GCGAACCGTAACTCTATAC- 3'. Chu trinh nhiét
gom: Giai doan bién tinh 95 °C trong 7 phut; giai
doan gan mdi 13p lai 40 chu ky & 94 ©°C trong 1
phut 30 gidy, 55 °C trong 1 phit, 72 °C trong 1
phut 30 giay; giai doan kéo dai & 72 °C trong 7
phut.

- Xac dinh dot bién gen KRAS dap Ung diéu
tri dich tai cac vling exon 2,3,4 st dung KRAS XL
StripAssay (ViennalLab Diagnostics GmbH). Két
qua dugc phan tich bdng phan mém chuyén
dung di kem.

2.3. Phan tich va xtr ly s6 liéu: Phan tich
théng ké bang phan mém SPSS 26.0. Gia tri p <
0,05 dugc coi la cd y nghia thong ké.

Ill. KET QUA NGHIEN cU'U

Bang 1: Bac diém cua déi tuong nghién

cuu

| S6lugng | %
Gidi tinh
Nam 59 57,8
NG 43 42,2
Tuoi
<50 tuoi 31 30,4
>50 tuoi 71 69,6
TuOi nho nhat 25
Tubi 18n nhat 76

Tudi trung binh £ SD 56,2 +£ 11,81
Phan loai giai phau bénh

UTBMTBH 86 84,3
UTBM tuy@n nhay 12 11,8
UTTB nhan 4 3,9
Dbot bién dap &rng PTP
Co 50 49,01
Khong 52 50,99
Tong s6 102 100

Ty I€ nam gigi cao han nif gidi, véi 59 ca la
nam (57,8%) so véi 43 ca la nlr (42,2%), tuy
nhién khéng cd khac biét vé thdng ké. DO tudi
trung binh cta nhom nghién clru la 56,2 + 11,81
tudi, vai tudi nhd nhat va 16n nhat ghi nhan [an
lugt [a 25 va 76. Trong tdng s6 102 bénh nhan,
nhém trén 50 tudi chiém ty & uu thé véi 71
trudng hdp (69,6%); cao hon gdp doi so vdi
nhém dudi 50 tudi khi nhém nay chi ghi nhan 31
trudng hdp (30,4%). Bénh nhan hau hét dugc
ch&n doan mac UTBMBH véi 86 ca (84,3%), tiép
dén la UTBM tuyén nhay véi 12 ca (11,8%), va
chiém ty Ié nhé nhat la UTTB nhan véi chi 4 ca
(3,9%). Trong nghién ctfu nay ghi nhan 50
trudng hgp c6 dot bién dap i’ng BTD vung gen
KRAS chiém 49,01%; con lai co 52 trudng hgp
con lai khong co6 dot bién, chiém ty 1€ cao hon
vGi 50,99%.

Bang 2 : Phén bé'vi tri dot bién dap iing PTD

n %
Exon 2 45 90
Exon 3 3 6
Exon 4 2 4
TONg 50 100

Két qua (bang 2) cho thdy su’ phan b khdng
dong déu cla cac dot bién dap Ung diéu tri
thudc dich, vdi 3 vung exon hot-spot dudc khao
sat la exon 2, 3 va 4. Ty 1€ phan bd cao nhat tap
trung tai Exon 2, chi€ém dén 90%; trong khi do,
Exon 3 va Exon 4 chi co ty Ié rat nho, moi loai
chiém lan luct 1a 6% va 4%.

- EBV (+)
EBV (-)

55

(53,9%)

Hinh 1: Ty I nhiém EBV trong mau nghién cu
Trong nghién cu cla chdng toi, ty 1€ mau
duang tinh véi EBV la 55/102 ca, chiém ty Ié 53,9%.
Bang 3: Méi lién quan giia déc diém I3m
sang cua bénh nhan UTDTT vdi nhieém EBV

EBV ducong EBV am tinh
tinh (N=55)| (N=47) P
Tuoi
<50 14 (2545%) [ 17 (36,17%) | 4 59
>50 |41 (74,55%) | 30 (63,83%) | -’
[ ]
Nam 32 (58,18%) [ 27 (57,45%) | ; g
NT 23 (41,82%) | 20 (42,55%) |
Dot bién gen dap irng PTP
%) 24 (43,64%) [ 26 (55,32%) | 3,
Knéng | 31 (56,36%) | 21 (44,68%) | -’
Két qua giai phau bénh
UTBMTBH | 44 (80%) | 42 (89,36%)
UTBmg;JIVe” 9(16,4%) | 3(6,38%) |0,29
UTTB nhan 2 (3,6%) 2 (4,26%)

Ty I€ nhiem EBV chl yéu phat hién & nhdm
bénh nhan trén 50 tudi véi 41/55 ca (74,55% ).
Ty € nhiém EBV G 2 giGi c6 su tugng dong, tuy
nhién & nam gidi quan sat dugc cao han khong
dang k& vdi 32/55 ca (58,18%). Tuong tu & két
qua phat hién dot bién dap Ung diéu tri dich
ving gen KRAS ciing co ty I€ dugng tinh EBV &
nhom dap Ung la 24/55 (43,64%) thdp hon
khong dang ké & nhém khong dap (ng. Trong
phién loai giai phau bénh cla UTDTT thi ty Ié
nhiém EBV cling khdng co su khac biét giira ca 3
nhom quan sat trong nhom nghién clu nay
(p>0,05). (Bang 3)

Bang 4: Méi lién quan giia dic diém
1dm sang voi dét bién dap ung diéu tri dich
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Mang dot |Khong co6 dot
bién DU |bién DU DTD| p
PTD (N=50)| (N=52)
Phan loai giai phau bénh
UTBMBH | 41 (82%) | 45 (86,54%)
UTBr':’r']-étwe” 8(16%) | 4(7,69%) |0,29
UTTB nhan | 1 (2%) 3(5,77%)
Gigi tinh
Nam 23 (46%) | 36 (69,23%) 0.02*
NT 27 (54%) | 16 (30,77%) |’
Tudi
<50tudl | 18 (36%) | 13 (25%) ;g
>50tudi | 32 (64%) | 39 (75%) |

Trong nghién c(fu nay chdng t6i quan sat
thay ty |é nif gidi c6 mang dot bién dap Ung diéu
tri dich ving gen KRAS vGi su khac biét cd y
nghia thong ké (p=0,02). Trong khi_khong thay
su khac biét nao & phan loai giai phau bénh cta
UTDTT hay dd tudi khi phat hién viing d6t bién
dap Ung diéu tri nay.

IV. BAN LUAN

Cho dén nay, mai lién hé gilta EBV va cd ché
bénh sinh cla mét s6 loai ung thu, bao gom ung
thu dai tryuc trang, van chua dugc lam sang to.
Do do, trong nghién cltu nay, ching téi tién
hanh khao sat trén 102 bénh nhan dudc chan
doan UTDTT nguyén phat vGi muc tiéu xac
dinh ty 1€ nhiém EBV va ty Ié dot bién dap Ung
diéu tri dich trén nhém bénh nhan nay.

Két qua cho thady ty I& nhiém EBV trén cac
bénh nhdn dudc nghién clu la 53,9%, nam
trong khoang dao dong dudc ghi nhan & cac
nghién cfu trudc d6. Nam 2018, C. Sole va cong
su da bdo cdo ty & nhiém EBV trén bénh nhan
UTDTT dao dong trong mot pham vi rong tir 0 —
46%;> Tiép do Vao nam 2020, I. Abdelhafez ghi
nhan ty lé nhiém EBV ndm trong khoang 14 —
25%;* va gan day nhat vao ndm 2023, nghién
clru CL’la A. Tavakoli cho thdy ty Ié nhiém EBV &
bénh nhan UTDTT Ia 30%.> Nhin chung, ¢ thé
thay ty Ié EBV duong tinh cé su dao dong rat I6n
gilta cac nghién cru. Su khac biét trong két qua
cd thé xudt phat tir nhiéu yéu t&, bao gom su
khac biét vé ¢8 mau, vi tri dia ly, ty 1€ gigi tinh,
cling nhu vi tri 18y mau bénh pham; bén canh
do, su khac biét gilra phuong phap nghién clu
cGng s€ dan dén su khac biét vé do nhay va do
ddc hiéu, gdy anh hudng dén két qua. Diém
chung cla cac nghién ctu dugc dé cap la déu
dugc thuc hién trong khu vuc Chau A, véi &
mau tuang doi nho (< 200), diéu nay lam g|am
dang k& dd chinh xac cua két qua thu dugc. Dé
khac phuc diéu nay, can co thém nhiéu nghién
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ctu véi phuang phap dong nhat trén ¢ mau du
I&n.

DPé phat hién DNA cla EBV, ngudi ta thudng
dung mot s6 ky thuat nhu lai tai chd (ISH), hoa
mé mién dich (IHC), va phan (ng chudi
polymerase (PCR). Cac ky thuat nay c6é do nhay
khac nhau trong viéc phét hién cac muc tiéu can
nhdm tdi cla virus, ¢ thé 1a DNA hodc protein,
diéu nay phan nao giai thich su chénh Iéch déng
k€ trong ty 1& mau duong tinh véi EBV dudc ghi
nhan trong cac nghién cllu dudc dé cap phia
trén (0 — 46%). Xét nghiém IHC va ISH thudng
nhdam phat hién ho protein EBNA hodc LMP.
Trong trudng hgp dung PCR, viéc phat hién tai
lugng virus bang cac moi dac hiéu cd the bi anh
huéng dang k&, cé thé do mau bi nhiém ban bai
su hién dién cua virus trong cac té bao lympho
viém, hodc cling c6 thé do tai lugng EBV trong
cac mau UTDTT thuc té€ la rat thap.

Ty |é dot bién dap (’ng BTD véi gen KRAS
trong quan thé bénh nhan 1a 49,01%; tuong
dong vdi mot s6 bao cdo trude dé dugc ghi nhan
@ Viét Nam khi nhitng nghién clfu nay ciing cho
thdy ty Ié dot bién gen & bénh nhan UTDTT
chiém khoadng 38,3 — 47,9%.%7 KRAS la mot
proto-oncogene (gen tién ung thu), tic la binh
thudng nd co vai tro quan trong trong viéc diéu
hda qua trinh phat trién va phan chia t€ bao; tuy
nhién, khi bi d6t bién, né tr§ thanh mot
oncogene (gen sinh ung thu), dan dén tin hiéu
téng sinh té bao bi kich hoat lién tuc khdng kiém
soat. Thong thudng, trong UTDTT, ngudi ta sé
dung mét s6 thubc khang thé don dong nhu
Cetuximab va Panitumumab nh3m vao thu thé
yéu td tdng trudng bi€u bi (EGFR) dé (rc ché tin
hiéu tang sinh té bao ung thu. Tuy nhién, néu
bénh nhan cé dot bién KRAS, con dudng tin hiéu
clia KRAS sé lubn dudc kich hoat mot cach doc
l&p, khién cho cac thuGc khang EGFR mat tac
dung. Noi cach khac, dot bién KRAS lam cho
bénh nhan ung thu khang lai cac dap Ung DTD
vGi EGFR.

Cac nghién cttu gan day da kham pha ra
nhiéu ddc diém khac nhau cia KRAS, lam rd ly
do tai sao nd la mot gen v6 clng quan trong
trong tdm soat UTDTT, cling nhu lam ndi bat
tiém nang cda nd nhu mét muc tiéu diéu tri mdi
day hdra hen. Tuu chung lai, cd 4 vai tro cha yéu
clia KRAS tdi su hinh thanh va phét trién cla
ung thu. Pau tién, nd anh hudng dén vi moi
trudng khéi u bang cach thay déi ki€u hinh cua
nguyén bao sgi lién quan dén ung thu (CAF),
thic ddy qué trinh hinh thanh mach mau riéng
nuoi duGng té bao ung thu. Th hai, KRAS thc
day su hinh thanh t& bao géc ung thu, lam téng



TAP CHI Y HOC VIET NAM TAP 552 - THANG 7 - SO 1 - 2025

tinh di biét cla khoi u va kha nang khang tri.
Th& ba, nd kich hoat Macropinocytosis — con
dudng cho phép té bao Idy cac chat dinh dudng
ngoai bao can thiét cho su song con. Va cudi

cung, né tham gia vao qua trinh canh tranh té

bao, loai bd cac t& bao lan cdn d& md rong
khéng gian phat trién. Ngoai ra, dét bi€én KRAS
thic day su tién trién clia khéi u thong qua hoat
héa lién tuc cac con dudng truy‘én tin hiéu
MAPK/ERK va PI3K/AKT; chinh vi vay, do su thic
day cta dot bién gen KRAS dbi véi qua trinh xam
I&n khoi u va di cdn dan dén nht.rng dot bién nay
dudc quan tdm nhu la mét yéu t6 tién lugng xau
cho su’ s6ng con ctia bénh nhan.

Nghlen ctru nay con ton tai nhiéu han ché do
ngudn luc cd han va ¢& mau nhd, chua thé phan
anh day du moi khia canh clia mot bénh ly phic
tap nhu ung thu. Tuy nhién, day la nghién clu
dau tién tai Viét Nam cong bd ty I nhiém EBV cé
lién quan t&i UTDTT nguyen phat. Su ph0| hgp
gilta liéu phap mién dich va DTD cd thé la mot
chién lugc tiém ndng, gilp téi vu hda hiéu qua
diéu tri, c@ nhan hda phac do cho tiing bénh
nhan, tlr d6 cai thién tién lugng va chat lugng
s6ng cho ngudi bénh mac UTDTT.

V. KET LUAN

Trong nghién clru nay, ching t6i da phat
hién ty 1& duong tinh v&i EBV trong quéan thé
bénh nhan UTDTT nguyén phat chiém 53,9% tuy
nhién khdng c6 lién quan téi tudi, gidi hay phan
loai giai phau bénh. Ty I€ dot bién gen KRAS lién

quan tdi dap Ung diéu tri dich ghi nhan la
49,01% va ghi nhan co gia tang & nit gidi.
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BAO CAO CA LAM SANG PA NIEU
SAU PHAU THUAT CATBOU CAN HACH

TOM TAT

Pa niéu sau m6 cét bé u cén hach la mét tinh
trang hiém gap trén lam sang Chung toi bao cao mot
ca benh nlt giGi 78 tudi, tién st ting huyét ap nhap
vién vi dau bung thu‘dng vi. Bénh nhan dugc chan
doan U sau phuc mac, sinh thiét khdi u lam héa mé
mién dich cho két qua Pheochromocytoma va cé tinh
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trang tang tiét catecholamin trudc phau thuat. Chan
doan hinh anh trudc mé cd tinh trang tran dich da
mang va khong 6 chi dinh can thiép. Bénh nhan dugc
phdu thuat cit bo khdi u sau phuc mac. Sau phau
thuat mot gid, ngudi benh xuat hién tinh trang da
niéu, kém tut nhanh &p luc tinh mach trung tam.
Lerng nudc tiéu khoang 6000 mL/6 gld sau mo. Bénh
nhan dugc bu dich, dién giai va si dung mot vién
desmopressin, tinh trang da niéu sau dd cai thién.
Bénh nhan dugc theo doi va ra vién vao ngay th(r 10
sau phau thudt. Ca bénh nay dat ra nhiéu cau hdi vé
cd ché cung nhu giai phap diéu tri cho nhitng ngudi
benh mac pha| hoi chiing nay 7w khoa: hoi chiing da
niéu sau md, phau thuét u can hach
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