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U'NG DUNG KY THUAT SAP XEP DAY MO TRONG NGHIEN CU'U
CAC DAU AN HOA MO MIEN DICH O’ ULYMPHO TE BAO B LON LAN TOA

Ta Hong Hai Pang?, Ngd Thay Hoa2, Lé Thi Uyén?

TOM TAT.

Muc tiéu: So sanh két qua clia mot s6 dau an khi
nhuom héa md mién dich bang ky thuat sap xep day
mo vdi ky thuat truyen thong tai Khoa g|a| phau benh
— t& bao, Bénh vién K cd s@ Quan Su. Poi tugng va
phu’dng phap: Nghién ciu mé ta cat ngang trén 30
benh nhan ULTBBLLT d3 dudc chan doan tai Bénh
vién K. Két qua: Nhudém HMMD béng ky thuat sip
x€p day mo va ky thuat truyén thdng lan lugt cé ty I€
boc 16 véi cac dau an la tuong dudng nhau, su khac
biét rat it § ddu & CD20 va MUM-1;trong 30 trudng
hgp u lympho té€ bao B I6n lan tda, ti Ié dudi tip khdng
tdm mam chiém ti 1é 76,7%. K&t luan: Khong cé su
khac biét c6 y nghia thong ké giira ty 1€ boc 16 dau an
CD20, CD79a, CD10, BCL6 va Ki67 giita ky thuat sap
x€p day md véi ky thuat truyen thong (p>0,05).
DLBCL — nGCB chiém ty Ié cao tdl 76,7% va DLBCL —
GCB chiém 23,3%. Ky thuat sap xep day_md co the
xem xét Ung dung trong cac labo G|a| phau bénh dé
thuc hién trong nhitng nghién cltu ma van dam bao
tinh chinh xac clia két qua. Tar khoa: sip xép day mo,
u lympho té bao B I6n lan toa.
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Objective: Comparing the results of some
markers when immunohistochemical staining using the
tissue microarray technique with traditional techniques
at the Department of Pathology, Hospital K Quan Su.
Subject and method: A descriptive, cross-sectional
study has been conducted on 30 patients with DLBCL
who were surgically treated and pathologically
diagnosed at the K hospital. Result: IHC staining
using tissue microarray and traditional techniques had
similar rates of revealing markers, with very little
difference in markers CD20 and MUM-1; in 30 cases of
lymphoma. diffuse large B cells, the proportion under
the germinal center type is 76.7%. Conclusion:
There was no statistically significant difference
between the rate of expression of CD20, CD79a,
CD10, BCL6 and Ki67 markers between the tissue
micorarray technique and the traditional technique
(p>0.05). DLBCL — nGCB accounts for as high as
76.7% and DLBCL — GCB accounts for 23.3%. Tissue
sequencing techniques can be considered for
application in pathology laboratories to perform
research while still ensuring the accuracy of results.

Keywords: tissue microarray, Diffuse Large B
Cell Lymphoma — DLBCL

I. DAT VAN DE

Theo phan loai cia T8 chiic y t& thé gidi
(WHO) 2008, u lympho té bao B I6n lan toa la
thuc thé thudng gdp nhat cia ULATKH, chiém ty
Ié 30-40% toan bo bénh ly nay. Tuy nhién, thuc
thé nay cd nhiéu bién thé va phan nhém, trong
dé chu yéu la u lympho té€ bao B I6n lan toa
khong dac hiéu, goi tat 1a u lympho t& bao B I6n
lan téa (ULBLLT) chi€ém 80-85% trudng hgp; con
lai 15-20% trudng hgp la cac u lympho té bao B
I6n khac!. ULBLLT la mdt ch@n doan loai trir, ap
dung cho cac u lympho khong Hodgkin t€ bao
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I6n lan téa ma khong xép dugc va bat ki mot
dudi nhdm ddc hiéu nao khac bénh cd thé
nguyén phét hodc chuyén dang tir cac u lympho
t€ bao dd thap, bi€u hién tai hach hodc ngoai
hach. Su’ c6ng nhan va phan loai cac phan tip u
lympho da va van con la van dé khd khan?. Viéc
nhuém HMMD d€ dinh tip chinh xac ULTBLLT la
v0 cung quan trong. Cac dau an hdéa mo mien
dich dugc s’ dung phd bién la: CD20, CD79a
(cac dau an dong té bao B bdc 16 di keém su tang
sinh quan thé lympho bao nhan 16n khéng co
khia va lympho bao chuyén dang dang cd kich
thudc bang hodc I16n hon dai thuc bao); CD10,
BCL-6 va MUM-1 (Su boc 106 cla 3 khang nguyén
nay thay thé& cho ddc diém phén tir da dugc sur
dung dé€ phan loai ULTBBLLT thanh 3 nhém:
nhém tdm mam (CD10+ hodc CD10-, BCL-6+,
MUM-1 -) va nhdm khong tam mam hay nhém té
bao B hoat dong hay nhdm sau tam mam (CD10
-, BCL-6 +/-, MUM-1+); Ki67 (Ia mdt khang
nguyén nhan dugc boc 16 trong chu ky té bao.
Phan trdm cac té bao bdc 16 Ki67 phan anh ti 1&
té bao u cé hoat dong phan bao. Y nghi tién
lugng cla su bbc 10 Ki67 dudc xac dinh trong
nhiéu loai u khac nhau)34,

Ky thuat sap x&p day md da dugc moét sb
nudc trén thé gi6i nhu My, Australia,... s’ dung
t nhiéu ndam trudc trong nghién cu‘u O Viét
Nam, mot sO cd sG giai phau bénh tai Ha NGi va
thanh pho HO Chi Minh da s dung ky thuat nay
trong nghién ciru HMMD nhung chua cé nghién
cfu nao danh gia day du vé cac yéu to lién quan
va chat lugng cla xét nghiém khi sir dung ky
thudt sdp x€p ddy mé trong xét nghiém danh gia
tinh trang bbc 10 cac dau an trong ULTBBLLT so
vGi xét nghiém HMMD truyén thong.

Tai Viét Nam, chua cé nhiéu nghién cru nao
danh gia day du vé cac yéu t6 lién quan va chat
lugng cua xét nghiém khi st dung ky thudt sap
x€p day mo trong xét nghiém danh gid cac dau
an HMMD phén loai ULTBBLLT so vdi xét nghiém
HMMD truyén théng. D& giai dap nhitng cau hoi
nay, chung toi ti€n hanh nghién clru: Xac dinh ty
1 mé démyu trong ung thu biéu mé tuyén dai
trut trang va nhan xét mot sé' maoi lién quan gida
ty 16 mé démyu vdi mot s6 déc diém mé bénh hoc.
II. DOl TUQNG VA PHUONG PHAP NGHIEN CU'U

2.1. Pboi tugng nghién ciru. Nghién clu
dudc thuc hién trén 30 trudng hgp ULTBBLLT da
dudc chan doan tai Bénh vién K, thda man tat ca
cac tiéu chuén lua chon va khéng ¢ tiéu chuan
loai trir giai doan tUr thang 3/2023 dén thang
11/2023..
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2.2. Phuong phap nghién ciru

Thiét k& nghién clru: Nghién clu md ta cat
ngang

Phuong phap chon mau: L&y mau thuan tién,
c6 cha dich.

Cac chi tiéu nghién clu:

Ty 1€ boc 16 dau an mién dich (CD20, CD79a,
CD10, BCL-6,MUM-1, Ki-67 ) trén cac tiéu ban sir
dung ky thudt sap xép ddy mo va trén cac tiéu
ban nhudém mau mo nguyén ven

Quy trinh nghlen clru:

e Thu thap tat cd cAc mau block va tiéu ban
HE, HMMD cua cac bénh nhan cé trong danh
sach mAu dat tiéu chuan lura chon.

e Tién hanh k¥ thuat sap xep day mo vdéi cac
mau bénh pham da chon dé nghlen ctru. Cac
mau bénh phdm dudc dit vao cac 10 trén khdi
nén trang theo so d6 cac vi tri d@ ma hda.

e Ti€n hanh cat va nhudm tiéu ban theo quy
trinh da dudc cai dat san clda hang Ventana:

- Céch tinh diém nhubém HMMD CD20,
CD79a, CD10, BCL-6,MUM-1 tir 0 dén 3(+) dua
vao dam dod bat mau cua trén 10% t€ bao ung
thu theo tiéu chuan sau:

0 : Hoan toan khdng bdt mau

1(+): khong cé hodc mang bao tuong duang
tinh dudi 10% t€ bao u.

2(+): Toan bé mang t€ bao bat mau trung
binh tir 10-30 % té bao u.

3(+): Toan bd mang t€ bao bdt mau dam
dudc quan sat thay trén 30% TB u

boc KQ: 0: am tinh; 1(+), 2(+), 3(+):
Duang tinh

- Ty & Ki-67 dugng tinh dugc tinh bang s6 té
bao u duong tinh véi Ki67 trén téng sd t& bao u.

2.3. Phan tich va xtr ly so liéu: X li s6
liéu bang phan mém IPSS 22.0

- Ap dung test x2 d€ so sanh hai hodc nhiéu
ty 1€, tinh gid tri p. Ap dung Fisher's Exact test
cho cac trudng hgp co6 tan s6 mong dgi < 5. Cac
phép so sanh c6 p < 0,05 dudgc coi la co y nghia
thong ké.

INl. KET QUA NGHIEN CU'U

Khi phén tich bénh phdm tir 30 bénh nhan,
thu dudc két qua sau:

~ 3.1. So sanh két qua nhuém HMMD

bang sap xép dday mo va ky thuat truyén
thong

Bang 1. So sanh ty Ié boc 16 dau an qua
phu‘dng phap nhuém HMMD bang ky thuat
sap xép day mé vdi ky thuat truyén thong

S Marker| Ky thuat |Ky thuatsap
(-) |truyén thong | xép day mo P
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Nhan xét: Nnudbm HMMD bang ky thuat sap
x€p day mo va ky thuat truyén thong lan lugt cd
ty 1€ boc 16 véi cac dau an la tuong ducng nhau,
su’ khac biét rat it 6 dau & CD20 va MUM-1, su
khac biét khong cé y nghia thong ké véi p>0,05
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Hinh 2. Cic mau thuc hién bang ky thudt
sap xép diy mé
Bang 2. So sanh mirc do béc 16 Ki67 qua
phuong phap nhuém HMMD bang ky thuat
sap xép diay mé mién voi ky thudt truyén
théng

Ky thuat | Ky thuat sap
S_I'_I' Ki67 truyén .trh’olgg xép day mo p
n },’/o- n |Tylé %

n [Tylé%]| n [Tylé% Ki67<7
] CD20 30| 100 |29] 967 0.0 | | 0% | 7 |23 | 7 | B3 |
2 [CD7%| 29 | 96,7 [ 29| 9,7 | 1 2 K6727) 53 | 265 | 23 | 767
3/CD10| 6 20 6 | 20 1 0%
4|BCL6] 14| 50 [14] 50 1 Tong | 30 | 100 | 30 | 100 i
5 IMUM-1| 22 73 21 70 [>0.05 Nhan xét: O dau an Ki67, khong co su khac

biét c6 y nghia thdng ké gilta ty 1€ bd 16 khi
nhudm HMMD bang k¥ thuat sap xép day mo va
ky thuat truyén théng.
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"Hinh 4. Hinh anh BCL6 d phong dai x100
3.2. Phan bo duéi typ theo HMMD
Bang 3. Phan bé duoi typ theo HMMD

SO lugng . 120
Dudi typ n | Tyle%
DLBCL-GCB 7 23,3
DLBCL-nGCB 23 76,7

Nhdn xét: trong 30 trudng hgp u lympho té
bao B I4n lan tda, ti I& duGi tip khong tdm mam
chiém ti |1é 76,7%

Bang 4. Su’ béc 19 cua cac diu dn HMMD

duoi typ DLBCL — GCB

N (duong | Tylé

Marker tinh) (%)

CD20 7 100

CD79a 7 100

CD10 5 71,4

BCL6 7 100

Mum1 2 42

Ki67 Ki67<70% 2 28,5
Ki67>70% 5 71,5

Nhéan xét: Trong nghién cfu cla chuing toi.

CD20 va CD79a duong tinh & tat ca truGng hgp
DLBCL — GCB. CD10 duong tinh trong 71,45%
trudng hap gitp khang dinh chan doan, 4m tinh
trong 28,6% trudng hop dudgc chin doan DLBCL
— GCB. Bcl-6 duadng tinh trong 100% trong do
MUM-1 am tinh 58% c§ gia tri chdn doan DLBCL
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— GCB. 71,5% trudng hgp DLBCL — GCB ¢ Ki-67
dugng tinh > 70%.

Bang 5. Su’ béc 16 cua cac dau Gn HMMD
dudi typ DLBCL — nGCB

N (duong | Tylé
Marker tinh) (%)
CD20 22 95,6
CD79a 23 100
CDh10 1 5

BCL6 7 30

Mum1 19 82,6

Ki67 Ki67<70% 5 21,7
Ki67>70% 18 78,2

Nhan xét: Trong nghién cttu cta ching toi.
CD20 va CD79a dudng tinh & tat ca trudng hgdp
DLBCL — nGCB. CD10 duadng tinh trong 5. Bcl-6
am tinh trong 70% trudng hgp gitip khang dinh
chan doan, dudng tinh trong 30% trudng hap
dugc chén doan DLBCL — nGCB. MUM-1 duong
tinh 82,6% va Bcl-6 dugng tinh 30% co gia tri
chan doan DLBCL — nGCB. 78,5% trudng hdp
DLBCL — GCB ¢o Ki-67 dugong tinh > 70%.

IV. BAN LUAN

Cé thé thdy rang, cac quy trinh ky thudt dé
thuc hién dugc phuong phap nhudom HMMD
bang k¥ thuat sap x€p ddy mé cling nhu ky thuat
thdng thudng trong nghién clru nay da dugc
thuc hién bai ban, dam bao cac yéu cau, tiéu
chuan ky thuét dé cd thé dap ing dugc muc dich
cudi cung la dua ra dudc nhan dinh két qua
chinh xac nhat cho ngudi bénh.

Thutc té trong quy trinh thuc hién ky thuat
sdp x&p ddy moé hién nay, viéc chiét cac 16i mo
hinh tru tir cdc khi bénh phdm hién dang dugc
ky thudt vién thuc hién bang tay do chua trang
bi dudc trang thiét bi dam bao yéu cau. biéu nay
la mdt nét khdc nhat so vai ki thudt sap xép day
mo dang dugc thuc hién trén thé gldl Trén thé
gIO'I dé tién hanh thuc hién ky thudt sép xép day
md chinh xac nhat thiét can cac trang thiét bj dé
ldy mau mo, tap trung trén mot khdi nén. Thiét
bi thudng dugc s dung la may ldy mau mo
(Tissue arrayer). Thiét bi nay cho phép ldy IGi
mau mo vai nhiéu kich thudc khac nhau: 0,6mm,
imm, 1,5mm, 2mm, 3mm, 4mm. Tuy thudc vao
kich thudc 16i mau mé can ldy ma ta st dung
dau 1dy mau mo cho phu hgp. Do vay, trong
nghién cfu nay, ching tdi mdi dang ti€n hanh
Iay dugc dau sinh thiét da c6 dudng kinh 0,5cm
va trén mot tiéu ban hién chi dat dugc 20 mau.
Trong khi, mot nghién clru khac trén thé gigi da
chira, ho da thudng xuyén st dung sinh thiét 16i
dudng kinh chi c6 0,6mm va khoang cach giira

154

cac I6i trong tiéu ban chi la 0,8mm. V3i su sap
x€p nhu vay, trong mot khu vuc tiéu ban cd kich
thudc 45x25mm, cb thé s3p dit dugc téi da lén
téi 1000 16i, nhung cac tac gid hién chi thudng
dat tir 400-800 I6i. Ngoai ra, nghién clru nay
cﬁng chi ra rang, viéc st dung dau chiét I6n han
c6 thé gay anh hudng xau dén cac khGi mé ban
dau va dong thai, lam giam dang k€ s lugng
mau vat cd thé sap xép: chi cé khoang 100-150
16i ¢ dudng kinh 2mm cb thé dat dugc trong
mot khoi TMA. Ngudc lai, viéc giam kich thudc
xudng khoang 0,4mm c6 thé cho phép sdp xép
dudc lén tdi khoang 2500 mau trong mot khoi
TMAS, Day cﬁng 3 mét han ché ma ban than
nghién clru mac phai trong qua trinh thyc hién,
tuy nhién, han ché nay khé khéc phuc dugc do
chua ¢ may lay mau phu hop.

Ngoai ra, trong qua trinh thuc hién, nhan
thay phucng phap HMMD c6 ton tai song song
ca uu diém va nhugc diém. Uu diém cla phucng
phap nay 1a, cé thé lam nhiéu mau bénh pham
cung 1 luc, cung 1 diéu kién lam xét nghiém nén
sé danh gia dugc chinh xac két qua khi so sanh
cAdc mau vdi nhau. Ngoai ra, né con cd thé gilip
tiét kiém hda chat, vat tu tiéu hao khi lam xét
nghiém (lam kl'nh,, lamen,...): trong dé tai: sur
dung I6i 5mm, 19 mau xét nghiém trong 1 block
sap x&p ddy mo nén sé tiét kiém dugc hda chat
nhudm la 1/19 [an so vdi lam binh thugng. TU
day c6 thé gilp gidm bdét mot phan, tuy la rat
nho vé ganh ndng téng chi phi diéu tri cia bénh
nhan ung thu. Do thuc t&, ching ta déu biét, dé
diéu tri cac loai bénh tat ndi chung va dac biét
ung thu ndi riéng, ngudi bénh phai ton chi phi
rat I6n bai vi day la bénh can co thai gian diéu tri
dai va phi danh cho hda chét, cac phucng phap
diéu tri lai kha dat do. Mot con sé chi ra, chi sau
khoang 12 thang diéu tri, c6 dén 34% bénh
nhan khong du tién mua thuGc diéu tri sau 12
thang phéat hién bénh, 22% khdng thé thanh
toan chi phi di lai, 24% khong dd kha nang chi
tra chi phi thudng xuyén trong gia dinh. 41%
ngudi bénh song so6t sau mot ndm diéu tri phai
d6i mat véi hé luy tai chinh nang né. Bai vay, uu
diém cua phuong phdp nhuém HMMD bang ky
thudt s3p x&p day md cd thé dem lai y nghia
nhan van rat 16n véi ngudi bénh. Ngoai ra, mot
s6 nghién ciu tai nuGc ngoai khac cling da chi
ra, TMA c6 uu diém co thé khao sat nhiéu mau
cling mét thdi diém, tiét kiém thgi gian va chi
phi, do d6, k¥ thudt nay cd tiém ndng IGn trong
xac dinh, phat hién cac gen va protein, la cong
cu sang loc ddi véi mot s& bénh hodc dé dinh
type cu thé trong bénh. Nishizuka va cdng su’ da
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sang loc cac dong té bao si dung TMA dé xac
dinh gen Villin va Moesin cé thé sir dung dé€ phan
biét dai trang v&i Adenocarcinoma & budng
triing. Viéc xac dinh cac ddu an sinh hoc bang ky
thuat TMA con cd y nghi trong tién lugng bénh,
nhu tac gid Khanna va céng su da chirng minh
dudc su biéu hién Ezrin cao 6 lién quan dén di
can sém va tién lugng kém. Ciing nhu vay, Fong
va cOng su da s dung TMA trong nghién ctu su
biu hién ctia TROP2 trong ung thu bi€u md té
bao vay cua khoang miéng cho th3y su biéu hién
qué mic ctia TROP2 cd y nghia dang k€& vdi thdi
gian song thém cda bénh nhan ¢

Nhugc diém thuc t& cta ky thudt nay dé la
su khong dang tin cay cia nhudm héa mo6 mien
dich. Thuc chat, HMMD la xét nghiém co do
nhay, d6 dac hiéu cao, tuy vay phu thudc rat
nhiéu cac yéu té xung quanh. TU hda chat, sinh
phdm, cho t&i ky thudt vién déu doi hoi su tron
ven. Trong qua trinh nhuém, ky thuat vién phai
nam vitng kién thic v& nhuém HMMD dé kiém
soat dudc tat ca yéu té anh hudng dén qua trinh
ky thudt d€ dam béo chat lugng cla tiéu ban
nhudm. Trong qua trinh thuc hién, cé mot s6 yéu
td c6 thé anh hudng dén phuong phap nhudém
HMMD bang k¥ thudt sap xép ddy mé, do la: 1dy
bénh phdm khéng dat yéu ciu; cd dinh bénh
phdm chua ding ky thudt (bénh phdm khdng
dugc c6 dinh ngay sau khi 1ay, chat c6 dinh
khong thich hgp, bénh phdm pha qua day, lam
gidp nat bénh pham, thdi gian c6 dinh chua dam
bao); Boc 16 khang nguyén chua dung ky thuat
(dung dich béc 16 khong dam bao do khong ding
ty 1&, hét han st dung, thdi gian bd 16 qua ngan
gay duang tinh yéu hay am tinh gid hoac qua dai
gay tiéu ban bi nén, nhiét do boc 10 khong phu
hgp); Nhudém nhan qua nhat khéng cé su tuong
phan mau hodc qua dam lam che lap mat mot s6
khang nguyén duong tinh yéu,...5

U lympho té bao I6n lan tda la mot tip u
lympho t& bao tién trién nhanh déc trung mé hoc
bdi su’ tang sinh cac t€ ba u c6 ngudn goc tUr té
bao, kich thudc nhén 18n hodc bdng mé bao,
phat trién lan tda, 1a tip mé hoc thudng gdp nhat
trong u lympho , chiém khoang 30-40% u
lympho khéng H dogkin & ngudi I16n trén toan
thé gidi!, Nghién cltu ctia Sharon va cong su trén
160 trudng hgp cho thay ti 1€ dudi tip tdm mam
chi€ém 45%, dudi tip khdng tam mam chiém 55%
. Nghién cru ct Hans va cong su trén 152 bénh
nhan cho thay ti Ié dudi nhdm khong tam mam
la 58% cao hon so v@i dugi nhom tam mam la
42%® cac nghién clru nay déu co két qua phu
hgp vdéi nghién clru cla ching t6i. Bing trudc

mot trudng hop tdn thuong nghi ngd u lympho
té€ bao I6n, viéc dinh dong t€ bao hét siic quan
trong dé€ xac dinh t&€ bao thudc dong B chiing toi
sif dung 2 dau an mien dich la CD20 va CD793,
Hau hét cac trudng hgp ULTBBLLT déu bbéc 10
dau an CD20 tuy nhién cé mét ti I€ nhd am tinh,
cac trudgng hgp nay déu boc 16 dau an CD79a; bo
3 diu &n dung dé€ dinh dudi tip tdm mam va
khéng tdm mam ci ULTBBLLT the so d6 Hans la
CD10 va BCL6 la cac dau an dong tdm mam, boc
|6 dong thdi trong u lympho Burkitt va duong
tinh v6i mét s6 trudng hgp ULTBBLLT(CD10
duong tinh khodng 20-30%; BCL6 dudng tinh
khoang 50-70% khi sir dung cut-off la 30% té
bao u duong tinh. MUM1 la mét yéu t6 phién ma
bi€u hién trong budc cudi cuing cla qua trinh biét
hoa t€ ba trong tdm mam va trong t€ bao hau
tdm mam, bdc 16 & tugng bao va nhdom nhd tap
con té bao tdm mam. Ki67 la mot khang nguyén
nhan dugc boc 16 trong chu ky t€ bao. Phan tram
cac té bao boc 16 Ki67 phan anh ti 1& t& bao u c6
hoat dong phan bao. Y nghi tién lugng cla su
boc 16 Ki67 dugc xac dinh trong nhiéu loai u khac
nhau, tuy nhién trong ULTBBLLT thi con dang
dugc tranh luan. M6t s6 nghién clru cho thay boc
10 Ki-67 cao la yéu t6 tién lugng xau trong khi do
mot s6 khac thdy mai lién quan gilra chi s Ki-67
thap va hiéu qua diéu tri xau hon ; moét s6 khac
khong tim thdy mdi lién quan giifa chi s6 Ki-67
va tién lugng bénh.

V. KET LUAN

- Khong cé su khac biét cé y nghia thong ké
gitra ty Ié boc 10 dau an CD20, CD79a, CD10,
BCL6 va Ki67 gilra ky thuat sap xép day mo vdi
ky thuat truyén théng (p>0,05);

- SIr dung cong thlc cta Hans, DLBCL —
nGCB chiém ty |é cao t6i 76,7% va DLBCL — GCB
chiém 23,3%

- Ky thudt s3p x&p ddy md c6 thé xem xét
(g dung trong cac labo Giai phau bénh dé thuc
hién trong nhitng nghién ci'u ma van dam bao
tinh chinh xac cua két qua.
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THIET LAP QUY TRINH ASO-PCR PHAT HIEN PQT BIEN
TREN VUNG KHO'TI PONG GEN TERT O’ BENH NHAN U THAN KINH PEM

Lwong Bic Anl, Dwong Bich Tram?, Hoang Anh Viit

TOM TAT

Mé dau:U than kinh dém la nhdm bénh Ii thutng
gap trong u nao ac tinh nguyén phat tai hé than kinh
trung tadm, chiém khoang 75% tong sb trudng hgp u
nao ac t|nh nguyén phat. Nerng bién d6i di truyén
trén vung khai dong gen TERT xay ra ¢ 70% - 80%
bénh nhan u than kinh dé_m, cho thay vai tro then chét
cla gen TERT trong qua trinh phat smh ung thu. Xac
dinh dot bién tren gen TERT rdt can thiét va dang
dudgc tich hop vao trong qui trinh chan doan phén loai
u than kinh dém. Muc tiéu: Nghlen cttu quy trinh
ASO-PCR SYBR Green phét hién dot bién c.-146C>T tir
mau DNA clia bénh nhan u than kinh dém. Phudng
phap: Nghién cltu mo ta cit ngang. Thiét k& cip mbdi
va thiét lap diéu kién phan rng ASO-PCR SYBR Green
phat hién dot bién c.-146C>T. Gia tri cua phucng
phap dudc so sanh Vi perdng phap giai trinh tu
Sanger. K&t qua: Thiét ké cap moi va thiét 1ap dugc
diéu kién t6i uu cho phan ng ASO- PCR SYBR Green
phat hién dot bién c.-146C>T. Két qua doét bién dugc
k|em chl.rng lai bang phuong phap giai trinh tu Sanger
cd su tuong dong la 100%. K&t Tuan: Nghién clru
thiét 13p thanh cong qui trinh ASO- PCR SYBR Green
xac dinh dot bién c.-146C>T. Tur khoa: U than kinh
dém, TERT, c.-146C>T, ASO-PCR.

SUMMARY
ESTABLISHMENT OF THE DETECTION OF
TERT PROMOTER MUTATIONS IN GLIOMAS
BY USING ASO-PCR
Introduction: Gliomas is one of the most
frequent types of primary malignant tumors in the
central nervous system (CNS), accounting for 75% of
all primary malignant brain tumors. The alterations in
the TERT promoter have been reported in 70% to
80% of gliomas, suggesting a pivotal role in
oncogenesis. The identification of TERT mutations is
essential and is currently integrated into gliomas
diagnostic procedures. Objective: To study the ASO-
SYBR Green PCR procedure for detecting the c.-
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146C>T mutation in DNA obtained from patients with
gliomas. Methods: A cross-sectional descriptive
study. Designing specific primers and optimizing the
ASO-PCR conditions to detect c.-146C>T mutation.
The procedure were validated by the Sanger
sequencing. Results: Successully designed primers
and optimized the ASO- SYBR Green PCR procedure to
detect c.-146C>T mutation. The c.-146C>T mutation
results showed 100% concordance with Sanger
sequencing results. Conclusion: The successful
optimization of the c.-146C>T mutation detection
approach by ASO- SYBR Green PCR. Keywords:
Glioblastoma, TERT, c.-146C>T, ASO-PCR.

I. DAT VAN DE

U than kinh dém (gliomas) ding th&r 3 trong
cac nguyén nhan ung thu gay tir vong & Ia tudi
trung nién va la nguyén nhan gay tlr vong thir 2 &
tré em. KhGi u ndo ac tinh nguyén phat chiém
khoang 2% ung thu cic cd quan khac nhung dé
lai hau qua rat I16n nhu di chirng nang, t& vong
cao. Ty I& mac u than kinh dém trong cac khdi u
ndo la 2 — 3/100.000 ngudi trudng thanh, va
chiém khoang 52% tat ca cac khdi u ndo nguyén
phat [1]. U than kinh dém c6 thé gdp & moi Ira
tudi, tuy nhién 75% bénh nhan dugc chan doan
bénh dudi 20 tudi (mét s6 nghién ciu ¢ ngudng
I3 16 tudi), ty 18 méc bénh cao nhat ndm & do tudi
tlr 5 dén 9 tudi. Thdi gian sdng thém cua bénh
nhan néu khdng diéu tri thudng chi vai thang ké
tir khi chan doan. Néu dugc diéu tri thich hgp thi
37% bénh nhan song sot sau 1 nam, 20% song
s6t sau 2 nam va 13% sau 3 nam [2].

Nhirng dot bién vung khdi dong gen TERT
xay ra chl yéu & vi tri -124 bp va -146 bp tir ATG
tai vung dau cla vtlng khéi dong gen TERT, tao
cac lién két véi cac yéu té phién ma gom EST1/2,
GABP, P52 (NFkBZ), dan dén tang biéu hién
telomerase, cd thé do su’ sao chép cac yéu t5 di
truyén [3]. D6t bién vung khdi dong gen TERT
chi€ém ty 1€ cao trong u than kinh dém va trén
nhiéu loai ung thu, cho thdy vai trd quan trong
clia telomerase trong su’ phat trién ctia khéi u va



