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TOM TAT:

Dat van dé: Ung thuw nguyén bao véng mac (UTNBVM) la bénh ung {hw vong mac 3¢
tinh ¢ tré em thuong dugc phat hién trudc S tudi, ¢o lién quan téi dot bién gen RB._Sang
loc dot bién gen RB1 c6 y nghia voi diéu tr, tién luong va tw van di truyén. Muc tisy;
Sang loc dét bién gen RB1 ctia mét gia dinh c6 tré ung thw nguyén bao véng mac. pé;
twong va phwong phap: Thu thdp mau mau cua 4 thanh vién trong gia dinh (bd, me va
2 con); phén tich dét bién bang ky thuat gidi trinh tw gen va phat hién ban phién ma bét
thwong cloa gen RB1 bdng ky thuat sao ma nguoc. Két qua: Phéat hién hai con va b6
mang dot bién di hop to c.G1960>C va 3 bénh nhan nay déu mang ban sao mRNA bt
thuong. Két ludn: Nghién cdu da phét hién duoc dot bién di truyén di hop te ¢.G1960>C,
la dot bién lién quan toi bat thuong cua bén sao mRNA. Két qua nghién ctru déng gép
vao viéc hoan thién quy trinh sang loc, tw van di truyén déi véi cac gia dinh tién st ung
thw nguyén bao véng mac.

T khéa: Dot bién gen RB1, ung thu nguyén bao véng mac, RT-PCR, giai trinh ti.

1. DAT VAN BE

Ung thuw nguyén bao vong mac |3
bénh u ac tinh mat thudng gap & tré em
dudi 5 tudi. Bénh xuat hién véi ty le
khoang 1/200000 & My [9] va & nhidu khy
vire trén thé gidi. Bénh xay ra can bang &
ca hai gi¢i tinh nam va ni¥, khéng phuy
thugc ngudn géc ching téc. Rb cé thé
xuat hién & dang di truyén (~40%) hoac

Cho dén nay, hon 900 dot bién da
duoc phat hién trén gen RB7 & cac bénh
nhan Rb(Valverde et al., 2005) bang nhieu
phuong phap khac nhau nhw PCR-RFLP
voi multiplex PCR dinh Iwgng va gidi trinh
tw gen...[3]. Ngoai ra, mét sb tac gia da
st dung phuwong phap phan tich le\fA
cua gen RBT nhdm xac dinh cac dot bifn
. . ! mat toan bd e & va diem
khong di truyen (~ 60%) [4]. Dang di  phan cit efonjgtr:é);hggit:;i zginphién mé
truyen thuong xay ra & hai mat va nhidu & ¢giq gen RB7 [8] Tai Viet Nam da c6 md!
t‘rong Ijhu qang k‘r'féng di truyén chi xay ra s6 nghién ciy vé -d!c‘)t Isién a en RB1 trén
;b1 Crlr:at \_/a 1 khoi u.ACé hai cfang nay cta bénh nhan ung thuw n uveén bgéo yéng mac

D deu lign quan dén sy mat chic nang oia Nguyan & Guyen Nquyén Tri
cua ca hai alen clia gen ap ché khéj Diing tr‘y 9.t s / c [2)
RB1 (retinoblastoma 1) ndm trén nhiém SR e L

séc thé s6 13 [5]. Tuy nhién, cac tac gia moi chi xac 4
gU’Q'C 1 trwdng hgp bénh nhan co mda‘t
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Vién ‘nghnlen cu;uqhe.c:;en, Vién Han 1am Khoa dOE.in. F:Ilen nay, phwong phap giai tr'nh.>u
hoc va Cong nghé Vigt Nam o€ Ung dung dé xac dinh them nNi°
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2. BOI TWONG VA PHUONG PHAP
NGHIEN c(lru
2.1. Dbi twong nghién ciru

Déi twong nghién cu 1a mat gia dinh
gom bd me va hai con gai sinh nam 2010
va 2012 duoc chan doan xac dinh 14 ung
thue nguyén bao véng mac tai bénh vién
Mat Trung wong bang Iam sang va chan
doan md bénh hoc.
2.2. Phwong phap nghién clru
* Phuwong phap nghién clru: nghién ciu
mo ta
* Ky thuat phan tich giai trinh ty DNA va
mMRNA
L4y mau bénh phadm: 2ml mau tinh mach
chbéng déng bang EDTA
Tach chiét DNA tr mau ngoai vi bang kit
EZNA blood DNA mini (Omega) dé tach
chiét DNA téng sé tir mau ngoai vi.
Giai trinh tr DNA: vung diéu khién va toan
bd cac exon gen RB1 dwoc khuéch dai
véi cac cap méi dac hiéu. Cac san pham
PCR sé& duoc tién hanh giai trinh tw truc
tiép trén may ABI 3500 Genetic Analyzer.
Két qua giai trinh tw dwoc phéan tich bang
phan mém sinh hoc BioEdit.
Phan tich mRNA: tach RNA téng sb tu
mau sau do tdng hop cDNA kit First-
Strand cDNA Synthesis Kit for Real-time
PCR (Affymetrix-My). Cac san pham
cDNA duoc phan tich bang ky thuat PCR
va dién di trén agaro 1,2%.

3. KET QUA NGHIEN cUrU

Gia dinh bénh nhan cé bd me biéu
hién binh thwong & mét. Con gai thir nhéat
(ki hiéu KVN15) sinh nam 2010, phat hién
bénh nam 2013 khi 3 tudi v&i khdi u & 2
mét bao gdm mét phai la giai doan C, mat
trai giai doan D theo phan loai qudc té.
Con gai the 2 (ki higu K24) sinh nam
2012, phat hién bénh nam 2015 khi 2 tudi
v&i khéi u nhd & mat phai giai doan A theo
phan loai quédc té. méat trai chuwa phat hién
khéi u & thoi diém kham. Bénh nhan dugc
chi dinh lazer mat phai va hién tai van
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duoc cac bac st tai Vién Mat Trung vong
theo daéi.
3.1. Két qua phan tich giai trinh tie DNA

Két qua phan tich DNA hé gen da phat
hién bd va 2 con mang doét bién di hop ti
c.G1960>C, day la mot dot bién thay thé
xay ra tai vi tri nucleotide cudi cung cua
exon 19 (Hinh 1).
3.2. Két qua phan tich mRNA trén mau
bénh nhan

Sau phan ng tbng hop cDNA, cap
mdi nhan doan cDNA twong (rng v&i exon
19-22 clia gen RB1 dwoc s&r dung khuéch
dai. Két qua PCR cho thdy 3 bénh nhan
(bd va 2 con gai) mang dét bién
c.G1960>C déu xuat hién 2 bang cé kich
thwdec 728bp va ~ 600bp (Hinh 2), trong
khi mau ngudi binh thuong (ba me) chi
cho 1 doan gen c¢oé kich thwéc 728bp.

4. BAN LUAN

Ung thw nguyén bao vong mac la bénh
u 4c tinh mat thwong gip & tré em dwdi 5
tudi, véi ty & phat hién khodng 40 tredng
hgp trong 1 ndm tai Vién Mat Trung wong.
Mac du cé nhiéu nghién clru da théng ké
c6 hon 900 dét bién gen RB1 gay ra ra
bénh ung thw nguyén bao vong mac,
nhuwng chi c6 mét sb dot bién céd thé di
truyén cho thé hé sau [6]. Hién nay, chua
c6 nghién ciru day da vé cac dét bién di
truyén gen RB1 trén bénh nhan nguoi
Viét Nam va do vay chua thé cé quy trinh
sang loc va tv van di truyén day du cho
cac gia dinh ¢6 tién s ung thw nguyén
bao vong mac. Két qua nghién ctu cua
ching tdi da phat hién dwgc doét bién di
hop t¢r ¢c.G1960>C & nguwdi cha va 2
ngwdi con; khdng phat hién thay dét bién
nay & nguwdi me. Nhw vy, dot bién
c.G1960>C da dugc ngudi cha truyén lai
cho hai con. Dot bién ¢.G1960>C da dwoc
bao cao trong co s¢& dir liéu da hinh/djt
bién cua gen RB1?1 trén Leiden Open
Variation Database. Day Ia vj tri ndm trong
chudi trinh tw mang nhirng dau hiéu nhan
biét cho enzyme trong qud trinh cat ndi
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mMRNA, do d6 né dugc dy doan l? co an:
hudng dén viéc td hop lai phan tir mRN

gen RB1 |a nguyén nhan chinh cla
thw nguyén bao vong mac. Né, o6

a1
ié I&m mat chire nang g ché
g . ~ A ] ho bién gen RB1 . . Y 8
cia RB1. G'?' t_h'Ch n?y gtfng I:?t F:::; Eaz sinh san té bao cla proterln RB. v vay,
khi chung t6i cling phat hién t ayﬁ : ac phéi bao sinh san bat tan dc i
sao ma mRNA bét thuéng & 3 bénh nhan - h ung the [7].
mang dot bien ¢.G1960>C cla gen RB1.  bénh ung
Theo y van thé gidi thi dot bién bat hoat
P ATAE WK E N E O B T ?‘ 6 ﬁf bp ! M :\:\’2
ol e st e s A T 1
BS 4! Iz‘z”‘,\ﬂn\ Mgl /\ .,
! ' e %
X \u"! LY L«\’J! ARAARATRA o
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M !h‘ \qﬁ r\ A A p (\ \(\ h /'\ '\ /”\ ’\;\
= AV R \ R i
TATY A by
TI?ATA.{AA.‘E.{SI(;‘JTTAG TA C .‘&'Tléu
it T R 1, Y 1.102;3_..,....._:.-.._--..‘.......-.. ey
KVM‘].S f\ ,"(‘\\n 'A.II f’\ A {ft [; {\ ler\ ﬁ\ ” b n : h (\\ ,\
_f_h} \ﬂ' w’ v i \.,’_\J .\f_i\,_’ \/\b;._n y El ‘—"751{_)"—\1_-[7\_’_:\#_! }{ \}-} 728bp
i s I S e — = “ 60000
T Bk ok s F; R et _u\t ¢ 500 gt
e A ol A f ’ el
kKvM-24 /i g Lo Al A fL R
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Hinh 1. Két qua phan tich dst bién
cua gia dinh bénh nhan. Mgi tén c
bién thay thé nucleotide (c.G1960>C)

trén mau b6 (binh thuwong) va hai

Véi mong muén hoan thign quy trinh
sang loc, tw van cho céc gia dinh co tién
st ung thw nguyén bao vong mac, nghién
Clru nay da cung cip thém thg
dot bién gen RB1 c6 kha nan
cho thé hé sau. Hon nira,
dung cung luc 2 xét nghiém, dwoc coi 13
kiém tra chéo “double check”, cung cap
thdng tin chinh xac 13 co s cho cac bac
sy tw van di truyén va bac ¥ diéu tri
chan doan, tign lvong va tw vén g; truyédn
cho ngudi than trong gia dink Cla bénh
nhan.

5. KET LUAN

Trong nghién cgy nay, v
xac dinh duwgc mot
di truyén tr bé s

ng tin vé 1
g di truyén
VOi viéc g

dét blén cla gen RB1
ang con la gt
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gen RB1 tai exon 19
hi diém xuét hign dot
& dang dj hop tor
congai (UTVM)

Hinh 2. Két qua phan tich
MRNA doan twong (rng exon
19-22 mau K15. Mau M:
Thang DNA chuén

¢-G1960>C. Day 1a dot bién lign quan .
bat thuong trong qua trinh hoan thién
MRNA duoc thé hién théng qua ket qud
Phan tich mRNA. Két qua thu duoc dong
90p vao vige hoan thién tw van di truyen
ddi véi cac gia dinh c6 con méc ung thv
Nguyén bao vOng mac.
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SUMMARY
RB1 GENE MUTATION IN RETINOBLASTOMA PATIENTS
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Background: Retinoblastoma is a malignant tumor of the retina which related to RB1
gene mutation. This cancer occurs usually in children before age five. Screening
mutations on RB1 gene is meaningful for treatment, diagnosis and genetic counseling.
Objectives: Screening mutations on RB1 gene from a family with affected children.
Subjects and methods: Peripheral blood was collected from 4 family members (father,
mother and two children). Subsequently, RB1mutation was detected by DNA sequencing
and abnormal RB1 transcript was identified by RT-PCR. Results: Heterozygous mutation
c.G1960>C was found in father and two children, all of them have abnormal RB1
transcript. Conclusions: This study reveals a hereditary heterozygous mutation
c.G1960>C which is relevant to aberrant RBTmRNA. Our results contribute to fulfill the
screening strategy as well as genetic counseling for families with retinoblastoma history.

Keywords: RB1mutation, retinoblastoma, RT-PCR, sequencing.
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