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T 6 M T A T : 

Bgt van di: Ung thu nguyen bao vdng mgc (UTNBVM) li b$nh ung thu vong mge A: 
tlnh & tre em thuong duac phit hiin tnric 5 tudi, ci liin quan til dit biin gen RB. Sing 
Igc dgt biSn gen RBI co f nghta vol diiu tri, tidn luong vi tu vin dl truyin. Mgc tiiu: 
Sing Igc dil biin gen RBI cia mdt gia dlnh co tii ung thu nguyin bio vong mgc. Dil 
tirt^mg vi phtrong phap: Thu thip miu mau da 4 thanh viin trong gia dinh (bi, nig vi 
2 con): phin tich dgl bdn bing ky thuit giii hinh tu gen va phit hiin binphUnnti bit 
IhuOng cua gen RBI bing ky thuit sao ma nguoc. Kit qua: Phil hiin hai con vi bi 
mang ddt biin di hop tir c.G1960>C va 3 b$nh nhin niy diu mang ban sao mRNA bit 
thuOng. Kit Iuin: Nghiin cdu da phit hl$n duac dit biin di truyin di hop ti c. atltiSlm 
Id dm biin liin quan 161 bit thuang cua bin sao mRNA. Ket gui nghiin ciu dH^MM 
vio viic hoin thiin quy trlnh sing Igc, tu vin di tnjyin ddi vii cia gia dinh tiin si> ura 
Ihu nguyin bio vong mgc. 

TO' khia: Bdt biin gen RBI, ung thu nguyin bao vdng mgc, RT-PCR, glil trtnh tu. 

1. SAT VAN DE 
Ung thu nguygn b^o vong mae ii 

blnh u dc tlnh m i t thulrng g^p d t r i em 
dudi 5 tu i l . B lnh xu l t hl$n vdl ty l# 
khoing 1/200000 4 My [0] vi 6 nhi lu ichu 
vuc trSn t h i glOi. Blnh x i y ra can b ing d 
c4 hai gldfl tlnh nam vi nO, khing phg 
thuic nguin g ic chiing t |c. Rb cd t h i 
xult hi ln * dang di tnjyin (-40%) ho#c 
khOng dl tniyin (- 60%) [4]. Dang di 
tniyin thudng xSy ra d hai m i l vd nhilu I 
ttong khi dang khdng dl truyin ehl x4y ra 
4 1 mi t vi 1 khi l u. C i hai dang n i y cOa 
Rb d i u llSn quan d i n stf m i t ehi>e ning 
cda c i hai alen c ia gen i p eh l kh i l u 
RSf (retinoblastoma 1) n i m tr ln nhllm 
s le t h i s i 1315J. 
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Cho d i n nay, hon 900 dOt biin d i 
duoc phi t hi$n t r ln gen RBI 6 cio b|nh 
nhin Rb(Valvenle etal., 2006) bing nNJu 
phuong ph ip kh ic nhau nhu PCR-RFLP 
vdi multiplex PCR djnh lu^ng v i gi l l trlnh 
tir gen...[3J. Ngoii ra. mdt s i t i e g l l d i 
su dung phuong ph ip ph in tieh mRNA 
cOa gen RBI nh im xac dlnh e ic dot biin 
mi t to in bd axon, thay t h i axon v i dilm 
phin e l t exon-intron dl l vdl b i n phlln m l 
Ola gen RBI [8].Tai V i l t Nam d i cd mJt j 
s i nghiin ciju v l dot b l ln gen RBI t l ln *>> 
b lnh nhin ung thu- nguydn b i o vdng mic 
eda Nguyin C lng Ki| t v i NguySn Tri 
DOng tr ln 30 ea ung thu- vdng mac [2]. 
Tuy nhi in, c i c t i c g i i m*i chi x ie d j^ 
dupe 1 trudng. h(»p b lnh nhin cd. i i L 
dean. Hi ln nay, phuong ph ip g i i i trlnh d i 
iuoc l ing dgng d l x i e djnh th im nhilu 
d | t b l ln gen RBI i b|nh nhin ung J 
nguyin b i o vdng mac [1], Do v4y. i ^ 
t i iu nghiSn eCru l i p h i l h i |n Ihira dai 
bl ln gen RBI ed tlnh ch i t dl IruylaiS 
dinh c6 t i ln si> ung thif nguyin l)4o l 
mac v i l i cd- sd d l thire hi |n t i / i 
t ruyin eho gia dlnh b|nh nh in . 
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2 . 0 6 l Tl«7NG VA PHUOING P H A P 
NGHICN cCm 

* 2.1. D l l tUOTig ngh i i n cuai 

*• D l l tmjfng nghien ci>u l i mpt gia dinh 
g i m b l me v i hai con g i i sinh nam 2010 

, v i 2012 ducre ch in doin x ie dinh i i ung 
thu nguyin b io vdng mae tai b|nh v i in 

,̂  IMlt Trung uong bang lam sang va ehan 
doin m l b|nh hpe. 
2.2. Phuvmg phap nghien ciru 

• Phuong phip nghien ci ju: nghiin cmj 
m I t i 
* Ky thu§t ph in tich giai trinh tu- DNA va 
mRNA 

L ly mau bOnh ph im: 2ml m i u tmh maeh 
ching ddng bang EDTA 
Tich chiSt DNA ti miu ngoai vi b ing kit 
EZNA blood DNA mini (Omega) d l tach 

< f l B S I t DNA t ing s i ti> m iu ngoai vi. 
GUI trlnh tuDNA: vdng d i lu khiSn v i to in 
bO c ie exen gen RBI dupc khuleh dai 
vdl e ic cap m l i dae hlOu. Cac s in phim 
PCR se dugre t i ln h inh g i i i trinh bf trve 
t i lp t r in m i y ABI 3500 Genetic Analyzer. 
K i t q u i g i i i trlnh \if dupe phin tich bang 
phin m i m sinh hpe BioEdit. 
Phin lich mRNA: t ich RNA t ing s i tCr 
m iu sau dd t ing hpp cDNA kit First-
Strand cDNA Synthesis Kit for Real-time 
PCR (Affymetrix-MJ). C ie s in phSm 
cDNA dupe phin tich b ing dj thuit PCR 
v i di$n di t r in agaro 1,2%. 

3. KfiT QUA NGHIEN CtPU 
Gia dlnh b lnh nhin cd b l mp bi lu 

hi ln blnh thudng d mit . Con g i i thir nhi t 
(ki hi^u KVN15) sinh n i m 2010, phi t h i in 
b lnh n i m 2013 khi 3 tuoi vdi kh i i u d 2 
mi t bao g i m mIf ph i i l i giai doan C, mat 
t r i i giai doan D theo phin loai quoc t l . 
Con g i i thd 2 (kl hiSu K24) sinh nam 
2012, phi t h i ln benh n i m 2015 khi 2 tu i l 
vdl khi i u nh i d m i t phi i giai doan A theo 
phin loai quie t l . mat t r i i chua ph i t hien 
khi i u d thdi d i lm khim. BOnh nhin dupc 
cht dinh lazer m i t ph i i v i h i |n tai van 

dupc c i e bac sT tai Vien Mat Trung u-ong 
theo ddi. 

3.1. Ket qua p h i n t ich giai t r inh tu> DNA 
K i t qua phan tieh DNA hp gen da phi t 

hien b i va 2 con mang dOt bien di hpp fd 
c.G1960>C, d i y l i m i t dpt bien thay t h i 
xay ra tai vi tri nucleotide eui i eung cOa 
exon 19 (Hinh 1). 

3.2. K i t qua phan t ich mRNA tren mau 
benh n h i n 

Sau phan dng tong hpp cDNA, egp 
m l i nh in doan cDNA tuong dng vdl exon 
19-22 eua gen RBI dupe sd dyng khuleh 
dai. K i t qua PCR eho thay 3 b|nh nhin 
( b i v i 2 con g i i ) mang dpt bien 
c.G1960>C deu xu l t hl fn 2 bang ed kich 
thu'de_728bp v i - aoobp (Hinh 2), trong 
khi m i u ngudi binh thu-dng (b i me) chi 
cho 1 doan gen cd kieh thudc 728bp. 
4. BAN LUAN 

Ung thu nguyen b io vdng mac l i b|nh 
u ac tinh mat thudng gap d t r i em dudi 5 
tu i i , vdi tf l# phi t hiOn khoing 40 trudng 
hpp trong 1 nam tai Vlpn Mat Trung uong. 
Mie d l cd nhiSu nghiin edu da thing k i 
cd hon 900 dot b l ln gen RBI g i y ra ra 
bSnh ung thu nguyen b io vong mac, 
nhung ehl ed mOt s i dot b i in ed t h i dl 
tmyin eho t h i hO sau [6]. HISn nay, ehua 
ed nghiin edu d i y du vS c ie dot bl ln di 
tnjySn gen RBI t r in bOnh nhin ngudi 
Vipt Nam v i do vOy chua t h i cd quy trlnh 
s ing Ipc v i tu- v i n dl truyin d i y d l cho 
c ie gia dinh ed t i ln sd ung thu nguyin 
b io vong mac. K i t qu i nghiin cdu cOa 
ChOng tOi da phi t h i ln dupe dpt bien df 
hpp td C.G1960C d ngudl cha v i 2 
ngudi eon: khing phat hipn th iy dot bl ln 
n iy d ngudi mp. Nhu v iy , dOt bien 
c.G1960>C da dupe ngudl eha truyin lai 
eho hai con. Bpt b i in C.G1960C da dupc 
b io c io frong co sd dd liSu da hinh/dOt 
bien c ia gen RBI t r in Leiden Open 
Variation Database. DSy l i vj tri nam trong 
chuSi trinh tv mang nhdng d i u hl |u nh$n 
bi l t cho enzyme trong q u i trinh d t n i l 
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mRNA, do do no duac du doan la co anh 
huwig den viec ^ hop lai phan tip mRNA 
cua RB1. Giai thi'di nSy cung rat phii hap 
khi chQng toi cung phSt hi$n thay cac bSn 
sao ma mRNA bSt thuang a 3 b^nh nhan 
mang dOt bien c.G1960>C cua gen RB1. 
Ttieo y van the giai ttii dot bien biit hoat 

gen RBI la nguyfin nh5n chlnh cua ung 
thu- nguyen bao vong mgc. N l u cd djt 
bien gen RBI ISm mat chijc nang i>c chS 
sinh san t^ bao cua protein RB. V) vHy, 
cac phSi bao sinh s^n b i t t§n d in diri 
benh ung thu- [7]. 

» 17* 

KVM-15 

KVM-24 I 

V ^ A ' I ) -l»^,^!e^^^ .- — , U - - , , 

Hinh 1. K i t qu i ph in tieh dot b i in gen RB1 tai exen 19 Hinh 2. K i t qu i phin tieh • 
cua gia dlnh b lnh nhin. Mul ten eh! diSm xul t h i ln d| t mRNA ddan tupng dng exon 
bl ln thay t h i nucledtide (c.G1960>C) 6 dpng di hpp td 19-22 mSu K15. Mlu M-

trSn m lu b i (blnh thudng) v i hai con g i i (UTVM) Thang DNA ehuin 

Vdi mong muin hoin thiSn quy trinh 
sing Ipc, tu v i n cho c ie gia dlnh ed tien 
sd ung thu nguySn b io vdng mac, nghiin 
edu n iy da cung d p th im thing tin vS 1 
dot bl ln gen RBI cd k h i n ing dl truyin 
eho th i h | sau. Hon nda, vdi viSe sd 
dgng cung idc 2 x i t nghllm, dupc coi l i 
k i lm tra chio "double check", cung d p 
thing tin chlnh x ie l i co sd cho c ic bac 
sJ tu v in di tmyIn v i b ie sy d i lu trj trong 
ehin doin, t i in lupng v i tu v i n dl truySn 
cho ngudl th in trong gia dlnh cua benh 
nhin. 
5. K f T LUAN 

f
Trong nghiin cdu niy. ching t i i da 
Fdinh dupc mOt dot bl ln eda gen RBI 

e.G1960>C. D i y i i dOt b l ln Ilin quan ldi 
b i t thudng trong q u i trinh hoin thiSn 
mRNA dupe t h i hlOn thdng qua l i l t quj 
phin tich mRNA. K i t qu i thu dupc ddng 
gdp v i o vIOc hoin thi fn tu v in dl tnjyin 
d i i vdl e ic gia dinh ed con mic ung thu 
nguyin b io vong mpe. 
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Background: Retinoblastoma is a malignant tumor of the retina which related ta RB1 
gene mutation. This cancer occurs usually in children before age five Screening 

f u i l ^ r ! f ' ' T f T " " " " " ° " ' ' ^ ' "'"' '""" ' """'y "ItX affected chTen 
Subjects and methods: Penpheral blood was collected horn 4 family members (father 
mother and two Children). Subsequently. RBImulation was detected byTNAZguTcl 

e^G1960>C was /bund in father and two children, all of them haveabnorZlRBl 

c.G1960>C Which IS relevant to aberrant RBImRNA. Our results contriZe lo I m i Z 
screening shategyas well as genetic counseling for families with relinoblaZtna Ms oil 
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