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SHARP va AP cho thay, hiéu qua cla sorafenib
dudng nhu kém hon & nhém bénh nhan VGB.
Trong nghién cdu SHARP VGC (28%), chi
khoang 18% bénh nhan VGB. Tuy nhién trong
nghién cttu AP, 71% va 78% bénh nhan & nhdm
diéu tri sorafenib va nhdm ching nhiém VGB.
Thdi gian song trung vi ¢ nghién cttu AP la 7,8
thang thap han so vé&i nghién cliru SHARP la 10,7
thang. Trong mot s6 nghién cltu khac, phan tich
sau cling cho thay hiéu qua sorafenib ¢ nhém
viém gan virus C hoac khéng bi nhiém viém gan
virus B cao han (10,2 thang va 12,6 thang so vGi
cac nhém khéc) [1], [2]. Tai Viét Nam, cho dén
nay chua c6 nghién cru nao di sau phan tich
anh erdng ctia nhiém viém gan virus tSi két qua
diéu tri cua thuGc, da s6 danh gia hiéu qua
chung cla sorafenib trén tat ca cac doi tugng
diéu tri, do vay chdng toi khéng so sanh dugc
két qua trén vdi cac nghién cru trong nudc.

V. KET LUAN

Viém gan virus B cho két qua diéu tri thap
hon vé ty 18 kiém soat bénh, thdi gian séng bénh
khong tién trién va thdi gian sdng toan bd so vdi
khéng nhiém viém gan virus B. Nhiém viém gan
virus B la yéu to tién lugng doc lap dén két qua
diéu tri cla sorafenib trén bénh nhan ung thu
biéu md t& bao gan. Nhiém viém gan virus B lam
tang gap 2,5 lan nguy cg tif vong so vdi khong
viém gan virus.

Ldi cam on: Chung t6i xin tran trong cdm on
Ban 1dnh dao, Phong K& hoach tdng hgp, cac
khoa 1dm sang Bénh vién K, Bénh vién Pai hoc Y

Ha NGi da tao moi diéu kién gilp t6i hoan thanh
nghién clfru nay.
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XAC PINH POT BIEN GEN CDH1 TREN BENH NHAN
UNG THU DA DAY LAN TOA & VIET NAM
Vii Treong Khanh!, Nguyén Quy Linh?, Vii Hai Linh?,
Pao Tran Tiénl, Tran Vin Khanh2, Tran Huy Thinh!

TOM TAT.

Ung thu da day la mot trong nam loai ung thu ph&
bién nhat trén thé€ gidi. Theo phan loai clia Lauren,
ung thu da day type lan tod la mét trong ba thé& ung
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thu da déy, dugc déc trung bdi su' biét hoa kém, kha
ndng xam lan va di can cao. CDH1 la gen ma hoa cho
protein E-cadherin, dong vai trd quan trong trong ket
dinh té€ bao va duy tri tinh toan ven biéu mé. Chinh vi
nhitng chlfc ndng quan trong nay ma dot bién gen
CDH1 lam tang nguy cd gay ung thu da day. Dot bi€n
gen CDH1 dugc dugc chL'rng minh la mot trong nhCrng
co ché phan tUr chinh gay ung thu da day type lan toa.
Chung toi tién hanh gidi trinh tu' toan bd gen CDH1
cla 30 bénh nhan dudgc chan doan ung thu da day
type lan tod. Két qua xac dinh dugc 15/30 bénh nhan
mang d6t bién gen CDH1. Trong dd, cac dot bién ph&
bién nhat phét hién dudgc 13 dot blen tai vung intron 1
c48+6 C > T, chiém 33.3% tong s6 ca bénh phat hién
dot bién; ti€p dén la dot bién tai operator c1-285 C >
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A va dét bién tai exon 8 ¢.1248 delT, déu chiém 20%.
Tur khoa: Ung thu da day type lan toa, dot bién,
gen CDH1

SUMMARY

IDENTIFICATION OF CDH1 MUTATION IN

DIFFUSE GASTRIC CANCER PATIENTS

Gastric cancer is one of five most common types of
cancer worldwide. According to the Lauren
classification, diffuse gastric cancer is one of three
types of gastric cancer. It is characterized by poor
differentiation with highly invasive and metastatic
probability. The CDH1 gene encodes for the E-
cadherin protein and plays an important role in cell-
cell adhesion and maintenance of epithelial integrity.
Because of these important functions, a CDH1 gene
mutation increases the risk of gastric cancer. CDH1
gene mutations have been shown to be one of
two molecular mechanisms responsible for diffuse
gastric cancer. We performed genetic sequencing
CDH1 gene of 30 patients that was diagnosis as
diffuse gastric cancer. The results show that 15/30
patients had a mutation of CDH1 gene. Among of
these, mutation in intron 1 c48+6 C > T is the most
popular (33.3%), next is mutation in operator c1-285
C > Aandin exon 8 ¢.1248 delT (20%).

Keywords: Diffuse gastric cancer, mutation, CDH1

I. DAT VAN DE

Ung thu hién nay la van dé chdm sdc slc
khoé dugc quan tam trén goc do6 toan cau.
Trong cac loai ung thu hién nay, ung thu da day
la loai ung thu phd bién va chiém ty 1& tir vong
cao. Theo GLOBOCAN 2020, ung thu da day
ding th( ndm trong cac bénh ung thu phé bién
va diing thr ba vé s6 ca tir vong [1]. Han 70%
s6 ca ung thu da day xay ra & cac nudc dang
phét trién, trong dé 50% trudng hogp xay ra &
Pong A [2]. Pa s6 ung thu da day thudc loai ung
thu biéu md (tuyén) nén P. Lauren (1965) da
chia ung thu da day thanh ba loai theo hé théng
D.I.O bao gbém ung thu biéu md type lan toa,
ung thu biéu md type rudt va cac dang ung thu
biéu md con lai. Trong dd, ung thu bi€éu md type
lan toad thudng mang tinh di truyén, chiém 1-3%
sO ca ung thu da day.

Ung thu da day di truyén dugc biét dén do
nhitng bién ddi bat thudng & mdc dd6 gen véi
dac trung la khéi phat s6m, di truyén da thé hé
va ¢ kha nang di can cao [3]. Hon 20 gen khac
nhau dudc phat hién cé lién quan dén ung thu
da day di truyén. Trong dd, dot bién gen CDH1
dugc chd y dén do chiém khoang 40% trudng
hogp ung thu da day lan toa di truyén [4]. Gen
CDH1 ma hoa cho glycoprotein E-cadherin, co
vai trd quan trong trong viéc két dinh té€ bao,
duy tri hinh thai bi€u md, can bang ndi mdi va
tham gia cac con dudng truyén tin hiéu té€ bao

108

[3]. Khi gen CDH1 xay ra dot bién, protein E-
cadherin sé khong thuc hién dugc chirc nang,
gay ra rOi loan viéc két nGi va truyén tin hiéu
gitra cac t€ bao, lam tang kha nang van dong
cta t€ bao ung thu, dan dén tdng kha nang di
cén. Viéc hiéu rd vé cd ché di truyén cling nhu
nhitng bién ddi & mdc dd phan tir cung cap
nhitng hiéu biét vé ca ché bénh sinh, ciing nhu
kha ndng xac dinh nhitng dau an sinh hoc va cac
dich diéu tri mdi.

Chan doén ung thu da day s6m la mdt thach
thirc, vi triéu chiing lam sang thudng xuat hién
mudn trong qud trinh phat trién ung thu, cho
nén viéc nghién ctu nhitng yéu to nguy cd nhu
dot bién gen CDH1 |a diéu can thiét dé phat hién
s6m bénh va dua ra mot phac d6 diéu tri phu
hgp nhat cho bénh nhan. Vi vay nén nghién cttu
dugc thuc hién véi muc tiéu: xac dinh dot bién
gen CDH1 trén bénh nhan ung thu da day type
lan tod bang k¥ thuat giai trinh tu gen.

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

1. Poi tugng nghién ciru

- 30 bénh nhén, tudi dudi 40, dugc chan
doan xac dinh ung thu da day type lan toa, dua
vao lam sang va két qua giai phau bénh tai bénh
vién Bach Mai.

2. Phuang phap B

2.1. Phuong phap thu thdp mau: Phuong
phdp ldy mau thuén tién, 3 ml mau ngoai vi cua
bénh nhan ung thu da day type lan toa dugc thu
thap trong 6ng chéng déng EDTA.

2.2. Phuong phap tach chiét DNA tu
mau ngoai vi:

- DNA téng s6 dugc tach chiét tir mau toan
phan theo kit Promega (USA). B

- Nong do va do tinh sach ciia mau DNA sau
tach chiét dugc do & ty s6 A260/A280 dat tiéu
chuén, cd thé thuc hién cac budc thi nghiém tiép theo.

_2.3. Phuong phap khuéch dai gen CDH1
bang ky thuit PCR

- Phan ¢’ng PCR dugc st dung d€ khuéch dai
toan b0 16 exon va vung promoter cla gen
CDH1 vdi cac cap moi dac hiéu theo nghién clru
cla El-Husny va cong su (2016) [5].

- Thanh phan phan &ng PCR (thé tich 20ul)
goém 10X dém Buffer, 10mM dNTP, 0.5ul moi
Xu6i va moi ngugc, 5U Taqg polymerase, 3ul DNA.

- Chu trinh nhiét cta phan (ng PCR: 94°C/5
phat, 40 chu ky [94°C/30 gidy, 58°C/30 giay,
72°C/45 giay], 72°C/5 phlt. Bao quan mau & 10°C.

2.4. Giai trinh tu' gen CDH1 bang ky
thuat giai trinh tu truc tiép Sanger. Cac san
phdm PCR s& dugc tién hanh giai trinh tu truc
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ti€p trén may ABI 3100 Genetic Analyzer. Két
qua dugc thu thap va x{r ly bang phan mém CLC
Main Workbench 6.0. Trinh tu dugc so sanh vdi
trinh tu chudn trén ngdn hang gen: DNA
(NG_008021) va mRNA (NM_004360)

3. Pao dirc trong nghién ciru. Nghién ctiu
tuan thu chat ché theo dao ddc nghién clru
trong Y hoc. Bénh nhan hoan toan tu nguyén
tham gia vao nghién cru va cé quyén rat lui khéi
nghién ctu khi khong dong vy ti€p tuc tham gia.
Cac théng tin cd nhan, két qua chan doan hoan
toan dugc dam bao bi mat.

Il. KET QUA NGHIEN cU'U

1. Pac diém nhém nghién ciru

Bing 1. Pic diém chung cua nhém
nghién cuu

Pic diém n %

o Nam 18 60

Gii N 12 40
Tubi trung binh 34.93
Khoang tudi 21-40

Trong s6 30 bénh nhan ung thu da day type
lan tod, ty 1& nam chiém 60%, tudi trung binh
34.93 (khoang tudi tir 21 dén 40).

2. Két qua khuéch dai viing promoter va
cac exon cua gen CDH1

SU dung cac cap moi dac hiéu cho toan bo 16
exon va viing promoter gen CDH1 dé khuéch dai
DNA sau tach chiét tir mau mau ctia bénh nhan.
K&t qua PCR khuéch dai gen CDH1 dai dién cua
mau GCO01 dudc minh hoa & hinh 1.

Ex Ex Ex Ex
16.1 16.2 16.3 16.4 Pro )

Hinh 1. Hinh anh dién di sén phdm PCR khuéch dai 16 exon va vung promoter gen CDHI1 cda bénh
nhén GCO1. Mr: Marker 100bp, Ex: Exon, Pro.: Promoter

Két qua dién di trén gel agarose 1.5% cho
thay cac vach PCR duy nhat, rdo nét, kich thudc
dac hiéu cho tirng exon va vung promoter cla
gen CDH1. Céc san pham PCR dam bao cho phan
(ng giai trinh tu ti€p theo d& phat hién dot bién.

3. Két qua xac dinh dot bién gen CDH1.
San phdm PCR dugc giai trinh tu gen truc tiép
dé& phat hién dot bién. K&t qua xac dinh dot bién
gen CDH1 trén bénh nhan ung thu da day biéu
mo type lan toa dugc trinh bay trong bang 2.

Bang 2. Két qua dét bién gen CDH1 trén
bénh nhdn ung thu da day

~ ~| Exon/ N Thé

Ma so Intron bet bien dot bién

GCO1 | Intron1 | c.48+6 C > T |DoOng hgp tr
GCO3 | Intron 1 | c.48+6 C > T |PoOng hgp tir
GCO7 | Intron 1 | c.48+6 C > T |DoOng hgp tir
GC16 | Intron 1 | c.48+6 C > T |PoOng hgp tr
GC25 | Intron 1 | c.48+6 C > T |D0Ong hgp tir
GC10 | Operator | c.1-285 C > A |Dong hgp tr
GC14 | Operator | c.1-285 C > A |Pong hgp tir
GC27 | Operator | c.1-285 C > A |Pong hgp tir
GCO5 | Exon 8 | c.1248 delT |Pong hgp tir

GC12 | Exon 8 | c.1248 delT |PoOng hgp tir

GC29 | Exon 8 | c.1248 delT |PoOng hgp tir
c.2200T>C . ,

GC24 | Exon 13 (Leu734Pro) Di hgp to
c.2377C>T . ,

GC25 | Exon 14 (Thri97Met) Di hgp to
c.2377C>T . ,

GC27 | Exon 14 (Thr793Met) Di hgp tu

GC29 | Exon 15 | c¢.2481insA |Dong hgp tir

C.2200T

c.2200 T>C (Leu734Pro)

|

i TGAAGGGGCCGCCGGCGTCTGTAGGAA!

Hinh 2. Két qua gidi trinh tu’ gen CDH1 tai
exon 13 c.2200 T>C (Leu734Pro)

Két qua trén ngudi khoé manh (hinh trén);
KéEt qua trén bénh nhan GC24 (hinh dudi)
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Bang 3. Ty Ié dét bién phat hién duoc trén
bénh nhan ung thu da day type lan toa

Dot bién Solugng | Tylé
Intron1¢c.48+6C>T 5/15 33,3%
Operator ¢.1-285C > A 3/15 20%

Exon 8 c.1248 del T 3/15 20%
Exon 13¢c.2200T > C
(Leu734Pro) 115 | 6,7%
Exon 14 ¢c.2377C>T
(Thr197Met) 2/15 | 13,3%
Exon 15 ¢.2481 insA 1/15 6,7%

Két qua cho thay, phat hién dét bién gen
CDH1 & 15/30 bénh nhan ung thu da day biéu
mo type lan tod, chiém 50%. Cac dot bién phd
bién nhat phat hién dugc la dot bién tai ving
intron 1 c48+6 C > T, chiém 33,3% téng sb ca
bénh phat hién dot bién; ti€p dén la dot bién tai
operator c1-285 C > A va dot bién tai exon 8
€.1248 delT, déu chiém 20%. Cac két qua giai
trinh tu dugc minh hoa trong hinh 2 va 3.

IV. BAN LUAN

Ching t6i lua chon 30 bénh nhan dudc chan
doan la ung thu da day type lan toa theo phéan
loai cla Lauren (1956). Tuéi trung binh cla
nhém nghién clu la 34.93 tudi, dod tudi dao déng
tlr 21 dén 40 tudi. Theo Choi (2018) nghién cliu
trén nhdm bénh nhan ung thu da day lan toa cé
dd tudi trung binh Ia 52,55 tudi [6]. Do bénh
nhan ung thu da day lan toad thudng & nhiing
bénh nhan khdi phat s6m nén dd tudi clia bénh
nhan thudng dudi 40 tudi. Do d6, do tudi cla
nhom bénh nhan trong nghién clru cla chdng to6i
la phu hop véi cac dic diém chung cla bénh
nhan ung thu da day lan tod. Ty Ié nam va nir
trong nghién clru cla chung toi lan lugt la 60%
va 40%. Két qua nay cua ching t6i tuong déng
vGi nghién cfu cla Choi (2018), véi ty |1é bénh
nhan nam chiém 60.87% [6].

Dén nay c6 khoang hon 100 loai dot bién gen
CDH1 da dugc phat hién trén toan thé gidi [7].
Ty |é cac loai dot bién: chén hodc xoa doan nhd
35%, thay thé 28%, vO nghia 16%, xoa doan
I6n 5% [8]. Nhiéu cong b6 gan day cho thay dot
bién trén gen CDH1 khong cd ving hotspot, dot
bién xay ra rai rac trén doc chiéu dai cla gen
CDH1 [7]. Cac nghién cltu trén thé gidi cho thay
tan s6 dot bién dong t€ bao mam gen CDH1
trong ung thu da day lan toa co ty 1€ dao dong
tr 3% dén trén 50% [8]. Két qua nghién clu
trén 30 bénh nhan ung thu da day lan toa, cé 15
bénh nhan cd bién ddi trén gen CDH1, chiém ty
Ié 50%. Trong d6, Cac dot bién phd bién nhat
phat hién dugc la dot bién tai vung intron 1
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c48+6 C > T, chiém 33,3% tdng s6 ca bénh
phat hién dot bién; ti€ép dén la dot bién tai
operator c1-285 C > A va dot bién tai exon 8
€.1248 delT, déu chiém 20%.

Ngoai bién ddi ¢ ving intron 1 c4846 C > T
da dugc chi ra trong cac nghién clru trudc day
[9], cac bién ddi khac trong nghién ciu cua
ching t6i chua dugc céng b6 va su lién quan
dén ung thu da day lan toa chua rd. Tuy nhién,
dot bién tai exon 8 ¢.1248 delT cé thé gay ra cac
dot bién dich khung, lam thay d&i trinh tu acid
amin, két qua cd thé tao ra protein E-cadherin
khong thuc hién dudc chic nang, anh hudng
dén hinh thai va su’ van dong cua té bao, su’ sap
xép lai khung xuong té bao, tir d6 anh hudng
dén su phéat trién va di can cua t&€ bao ung thu.
Loai dot bién thay thé T thanh C trén exon 13 da
dudc Xu Y va cong su’ phat hién nam 2014, két
qua lam thay thé acid amin Leucine thanh
Proline, lam anh hudng dén ai luc cua protein E-
cadherin vgi ion canxi.

Ty Ié dot bién trong nghién clfu cla chung toi
la 50%. Ty |é nay cao han so vdi nghién cru cua
Lee (2014) la 35,7%. C6 su khac biét trén la do
trong nghién cu nay, ching t6i xac dinh dot
bién trén toan bd chiéu dai gen CDH1, k& ca
vung promoter va cd thé do nghién cllu dugc
ti€n hanh trén nhiéu qudc gia khac nhau. Nhing
két qua trén cho thay dot bién gen CDH1 c¢d vai
trd quan trong, cd thé sir dung nhu mdt dau an
ung thu trong viéc sang loc, chan doan ung thu
da day lan toa, dac biét la trén nhitng bénh nhan
tré tudi.

V. KET LUAN

Trong nghién clu nay, 15/30 (50%) bénh
nhan mang dot bién gen CDH1. Trong do, dot
bién phé bién nhét 1a dot bién tai vung intron 1
c48+6 C > T, chiém 33,3%; ti€p dén la dot bién
tai operator c1-285 C > A va dot bién tai exon 8
€.1248 delT, déu chiém 20%.
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NGHIEN CU*U PAC PIEM TON THUONG HAC VONG MAC
QUANH DIA THI TREN LAM SANG VA CHIEU DAY LOP SQ'T
THAN KINH QUANH DIA THI TREN OCT & MAT CAN THI CAO

Nguyén Thi Thu Hién!, Pham Thi Minh Chéau!

TOM TAT

Muc tiéu: Panh gid déc diém ton thuong héc
vong mac quanh dia thi trén lam sang, chiéu day cua
I6p sgi than kinh quanh dia thi bang OCT trén mat cén
thi cao va mét s6 yéu t6 lién quan. DOi tugng va
phuong phap nghlen cru: Nghién CLI’U mo ta cat
ngang trén 168 mat cua 88 bénh nhan co murc d6 can
thi <-6.00D, tai khoa Khuc xa — Bénh vién Mé&t Trung
Uong. Két qua: s mat c6 ton thuong héc vong mac
quanh dia thi la 118 mat (70,2%). Chiéu day trung
binh 18p sgi than kinh quanh dia thi la 88,21 + 8,74
Hm, trong d6 chiéu day Idp sgi than kinh quanh dia th|
& nhitng trudng hop cd tén thudng héc véng mac
quanh dia thi (86,39+8 04pm) mong hon so Vdi
nhitng trudng hop khong cé t6n thucng héc vong mac
quanh dia thi (92,52+8,92um), su khac b|et oy
nghla thong ké (p<0,01). Khi thdl gian mac can thi
cang Iau muc do can cang cao va chiéu dai truc nhan
cau cang dai thi cang co nguy co ton thucng héc vng
mac quanh dia thi. Khi mdc do can cang cao thi I6p
sgi than kinh quanh dia thi cang mong. Két luén:
Trén mat can thi cao, ba yéu t06: thdi gian mac can thi,
m{c d6 can thi, va chiéu dai truc nhdn cau cé I|en
quan vdi tén thu’dng hdc véng mac quanh_dia thi.
Chiéu day Idp sgi than kinh quanh dia thi & mét cb ton
thuong hédc vong mac quanh dia thi mong hon & mat
khong c6 ton thudng. Y&u t& mirc do can thi ¢ lién
quan Vvdi chidu day I8p sdi than kinh quanh dia thi.
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NERVE FIBER LAYER THICKNESS AROUND

THE OPTICAL DISC BY OCT IN HIGH MYOPIA

Objective: To assess the characteristic of
choroidal retinal damage around the optical disc in
clinic, the nerve fiber layer thickness around the
optical disc by OCT in high and risk factors. Methods:
A cross-sectional study on 168 eyes of 88 patients
with high myopia was conducted between January
2020 and August 2020 at the Refraction Department
of Vietnam National Institute of Ophthalmology.
Results: the number of eyes with choroidal retinal
damage around the optical disc was 118 eyes
(70.2%). The average thickness of the nerve fiber
layer around the optical disc was 88.21 + 8.74um, in
which the thickness of the nerve fiber layer around
the optic disc in the eyes with choroidal retinal
damage around the optical disc (86.39+8.04um) was
thinner than this of the eyes without the damage
(92.52+8.92um), the difference was statistically
significant (p<0.01). The longer of myopia duration,
the higher of myopia level, and the longer of axis
length, the risk of choroidal retinal damage around the
optical disc was higher. The higher of myopia level,
the thickness of the nerve fiber layer around the optic
disc was thinner. Conclusions: In high myopic eyes,
three factors: the duration of myopia, the degree of
myopia, and the axis length were associated with
choroidal retinal damage around the optical disc. The
thickness of the nerve fiber layer around the optic disc
in the eyes with choroidal retinal damage around the
optical disc was thinner than this of the eyes without
the damage. Myopic level factors are associated with
the thickness of the nerve fiber layer around the
optical disc.

I. DAT VAN DE

Can thi, dac biét can thi cao la tat khic xa
phS bién hién nay, gdy anh hudng chi yéu dén
thi Iuc nhin xa, lam suy gidam chat lugng cudc
s6ng dong thdi gay ra ganh nang kinh té€ dang

111



