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BOT BIEN GEN RB1 & BENH NHAN UNG THL? NGUYEN BAO VONG MAC
) TAI BENH VIEN MAT TRUNG UONG
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TOM TAT:

Bt vdn dé: Ung th nguyén bao véng mac (UTNBVM) Ia bgnh ung ther ving mae dc
tinh & tré em thuomg duot phét hién truoc 5 tubi, ©b lisn quan 167 dbt bién gen RB. Séng

loc dot bién gen RB1 ¢b y nghla voi didu tr,

Sang loc 6t bien gen RB1 ciia mot gia dinh c6 tré ung thr nguyén bao ving mgi:_‘ %]
tirong va pherong phép: Thy thip mu mau cla 4 thanh vién trong gia dinh (b8, mie v&
2 con); phan tich dot bién bdng ki thuit gidi trinh tw gen va phét hién ban Pphidn md bt
thurdmg clia gen RBT bdng ky thust sao mé nguoc. Két qua: Phét hién hai con va b8
mang dt bién df hop tir ¢.G1960>C va 3 bénh nhén nay
thudmg. Két fufin: Nghién cuu g3 phét hisn duor dbt Bisn di truyBn di hop t¥ ¢.G1
18 &Gt bidn kién quan 167 bl thiremg ciia ban sao MRNA. Két qua nghién ctu y
vdo vige hodn thign quy trinh sang loc, tr van di truyén o8i véi cac gia dinh tién st ung

thr nguyén bao vong mac.

Tir khéa: D4t bibn gen RE1, ung ther Aguyén béo vdng mac, RT-PCR, gidi trinh .

1. DAT VAN D&

Ung thw nguyén bao ving mac 13
bénh u 4c tinh mét thudmg gdp & tré em
dudi 5 twdi. Bénh xubt hign voi ty 18
khodng 1/200000 & My (9] va & nhidu khu
Ve trén thé gisi. Bénh xdy ra can bing &
ca hal gi&i tinh nam va ni¢, khdng phy
thube ngudn géc ching téc. Rb co thé
xufl hidn & dang di truydn (~40%) hosc
khéng di truyén {~ 60%) [4]. Dang di
fruydn thudng 3y ra & hai mé&t va nhidu &
\rong khi dang khéng di truydn chi xdy ra
& 1 mét va 1 khéi u. C4 hai dang nay ciia
Rb ddu lisn quan dén sy mét chirc néng
ca ci hai alen ciia gen &p ché khdi u
RB1 {retinoblastoma 1) ndm irén nhidm
sécthé s 13]5).
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tién fuong va te vén di truyén. Muc téu:

Jéu mang bin sao mRNA bt

Cho dén nay, hon 900 att bién g
durge phét hign trén gen RB? & cac bénh
nhan Rb(Valverde ef al., 2005) bing nhiby
phuong phap khéc nhau nhw PCR-RFLP
V&l multiplex PCR ginh lugng va gidi trinh
tw gen...[3]. Ngoai ra, mét sé tac gid 0a
si¥ dung phuvong phap phan tich mRNA
cla gen RBT nhém xdc djnh cdc A6t bidn
mat toan bé exon, thay thé exon va didm
Pphan cét exon-intron a8l viri ban phien ma
clia gen KRBT [8].Tai Viét Nam d3 c6 mit 3
s nghlan ciru va 4ot bidn gen RB1 trén ik
bgnh nhan ung thir nguyén bao vbng mge
cia Nguydn Coéng Kidt va Nguyén Td
Dang trén 30 ca ung the véng mac {2).
Tuy nhién, céc tac gid mdt chi xée ]
dugc 1 treong. hop bénh nhan cé. u&
dozn. Hign nay, phuong phap gidi tinh 4
duge (ng dung d& xac dinh thém nhidu
aot bidn gen RBT & banh nhan ung e
nguyén bao véng mac [1), Do vy, ¢
tiéu nghién el 1a phat hign tham cac.
bién gen RB1 o6 tinh cht di truydn,
dinh <6 tidn sir ung thie nguyn baa
mac va 1 o s& a8 thyc hidn tr vn:
truyén cho gia dinh bénh nhan,
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2. BOI TUQNG VA PHIFONG PHAP
NGHIEN Cru
2.1. Déi twomg nghién ciru

B4i trgng nghign ciru 13 mat gia dinh
gdm bd me va hai con g4i sinh ndm 2010
Va 2012 duwge chdn dodn xac dinh 1 ung
thw nguyén bao véng mac tai bénh vién
Mét Trung wong bing lam sang va chan
doan mé bénh hoe.
2.2. Phwong phap nghién ciru
* Phuong phap nghién ciu: nghién ctru
mé 14
* Ky thuat phan tich gidi trinh te DNA va
mRNA
L&y mAu bénh phAm: 2ml mau tinh mach
chéng ddng biing EDTA
Téch chiét DNA tir méu ngoai vi bang kit
EZNA biood DNA mini (Omega) dé tach

SRt DNA téng 56 tir mau ngoai vi.

GId§ trinh t DNA: ving didu khidn va todn
bj céc exon gen RB7 duge khubch dai
v&i cde op mdi dac higu. Céc san phim
PCR s& duwgc tién hanh gidi trinh ty trec
iép trén méy ABI 3500 Genetic Analyzer,
Két qua glai trinh ty duge phan tich bang
phdn mém sinh hoc BioEdit.

Phéin tich mRNA: tach RNA téng sé tir
mau sau db tdng hop cDNA kit First-
Strand ¢cDNA Synthesis Kit for Real-time
PCR (Affymetrix-My). Cac san phdm
GDNA duec phén tich bing ki thuat PCR
vA dién di trén agarc 1,2%.

3. KET QUA NGHIEN Clru

Gia dinh bénh nhan c5 bé me bidu
hién binh thuérng & mét. Con géi thir nhit
(ki higu KVN15) sinh nam 2010, phat hién
bénh nam 2013 khi 3 tudi v&i khéi u & 2
mét bao gdm mét phai ia giai doan C, mét
tréi giai dogn D theo phan loai quéc té.
Con gdi the 2 (kf hidu K24) sinh nam
2012, phat hién bénh ndm 2015 khi 2 tudi
v&i khéi u nhd & mét phai giai doan A theo
phén loai quéc 1. mét trai chira phat hien
khéi u & theri diém kham. Bénh nhan degc
chl dinh lazer mat phai va hign tai vdn
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dirre c4c bac sT tai Vién Mét Trung wong
theo doi.
3.1. Két qua phan tich giai trinh te DNA.

Két qua phan tich DNA hé gen da phat
hién bé va 2 con mang At bién di hop tor
€.G1960>C, day la mot dot bién thay thé
xay ra tai vi tri nucleotide cudi cang clia
exon 19 (Hinh 1).
3.2. Két qua phan tich mRNA trén m3u
bénh nhan

Sau phan tng tong hgp cDNA, cip
mbi nhan doan cDNA twrong (rng v exon
19-22 clia gen RB1 droc sir dung khuéch
dai. Két qua PCR cho thdy 3 bénh nhan
(5 va 2 con ga) mang dot bién
c.G1860>C géu xuét hién 2 bing co kich
thuoc 728bp va ~ 600bp (Hinh 2), frong
khi m3u ngu&i binh thirong (ba me) chi
cho 1 doan gen ¢6 kich théc 728bp.

4. BAN LUAN

Ung thu nguyén bao vong mac Ia bénh
u ac tinh mét thudng gap & tré em dwdi 5
twdi, vori ty 18 phat hign khoding 40 treéng
hop trong 1 nam tai Vign Méat Trung wong.
Méc di c6 nhiéu nghién ctru d3 théng ke
cb hon 900 3t bién gen RB1 gay ra ra
bénh ung thw nguyén bao ving mac,
nhung chi c6 mdt sé dat bidn co thé di
truyén cho thé he sau [6]. Hign nay, chua
c6 nghién ciru ddy di vé cdc @ot bién di
truydn gen RB1 trén bénh nhén nguoi
Vigt Nam va do vy chira thé 6 quy trinh
sang loc va tw vin di truydn day di cho
¢dc gia dinh ¢ tién so ung thu nguyén
b2o vong mac. Két qua nghién civu clia
ching t5i da phat hién dugc dot bién dj
hep tF c.G1960>C & ngudi cha va 2
nguoi con; khéng phat hign thdy dot bidn
nay & nguedi me. Nhw vdy, @8t bidn
¢.G1880>C da duoe ngudi cha truyn fai
6ho hai con. B4t bién ¢.G1960>C da duyc
béo cdo trong co & di ligu da hinh/dét
bién clia gen RBT trdn Leiden Open
Variation Database. Day 12 vj tri nam trong
chudi trinh ty mang nhiing déu hidu nhan
biét cho enzyme trong qud trinh cét ndi
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mMRNA, do dé né duoc dy dean i cb anh gen RB7T 13 nguyén nhén chinh cia ung
hurong dén vigc t6 hop lai phan e MRNA  the nguyén bao van‘g mac. Néu co aat
clia RB1. Giai thich nay cing rét phi hop  bién gen RB1 13m mét chire nang e che
khi ching toi cing phat hién théy cac ban sinh sén & bao ciia protein RB. Ya vay,
sao ma mRNA bt thweng & 3 bénh nhéan cac phdi bac sinh san bat tn dan aéy
mang d6t bién ¢.G1960>C cla gen RB1. bénh ung thw [7].

Theo y van thé gi¢i thi 4ot bién bét haat
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Hinh 1. Ké qué phan tich a5t bidn gen RE7 taiexon 19 Hinh 2. Két qua phan tich -~ Y
cia gia dinh bénh nhan. Mii tan chi didm xudt hién dét  mRNA doan trong kng exon
bidn thay thé nucleotide (c.31960>C) & dang ¢} hop tir 19-22 miu K15. M3u M:

trén mau b (binh thirdmag) va hai con gai (uTVi Thang DNA chuén

Y&i mong mubn hoan thign quy trinh C.G1960>C. Day ia dt bidn lién quan t¥i
sding lgc, tr vén cho céc gia dinh co tidn bt thubng trong qué trinh hoan tien
sir ung thur nguyén bao véng mac, nghién MRNA duge thé hign thong qua két qua
clru ndy da cung cip them théng tin vé 1 phéarn tich mRNA. Két qua thu duge doéng
46t bidn gen RB1 o6 kha nang di truydn  gép vao vige hoan thign tw vAn di truydn
cho thé ha sav. Hon nive, voi vide sir 66i véi céc gia dinh ¢ con mic ung thir
d\;ng clng Iic 2 xét nghiam, duge coi la nguyén bao véng mac.
kiém tra chéo “double check”, cung o
théng n chinh xéc 1 co sir cho ca?: béz TAI LIEU THAM KHAO . -
57 v vAn di truydn va bic s didu tj trong 1. HA NH, Hung DM, Quimh LT, p
chéin doan, ti8n lromg va tie vén o truyén D;o'ng NT. Ton ND (2014) Phét hign 4t
cho ngudi than trong gia dinh cia bénh bl_ N genrbl & tréd e'rn ung thw n"guy_/én béo
nhan. vong mac, Tap chi Céng nghé sinf hoc
5. KET LUAN 12(1): 23-29. .

Trong nghién ciru ndy, chiing 101 aa 2. Kigt NC, Diing NT (2005) D3c diém

dinh dirge mdt Gt bién cita gen Re1 9 TUY8N trong ung thir nguyan bao vong
ruydn tr bé sang con 1 dat bidn mac Tap chi Y hoc Thanh ph6 HB Chi
Minh 9(1): 99-103.
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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 refated to RB1
gene mutation. This cancer eccurs usually in children before age five. Screening
mutations on RB? gene is meaningful for treatmant, diagnosis and genetic counseling.
Obfectives: Scresning 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 chiloren,). Subsequently, RB1mutation was detected by DNA sequencing
and abnormal RB1 1 ipf was i i by RT-PCR. Resuits: MHeafer mutation
¢.G1960>C was found in father and fwo children, alf of them have abnormal RB7
transcript. Conclusions: This Study reveals a hereditary heterozygous mutation
¢.G1960>C which is relevant to aberant RBImRNA. Our results contribute fo fuifil the
Screening strateqy as well as genetic caunseling for families with retinoblastoma history.

Keywords: RB1r ion, reti . RT-PCR, i
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