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Abstract: This study identifies A10398G alteration of mitochondrial ND3 gene in plasma exosome
of 29 non-small cell lung cancer (NSCLC) patients, 31 controls and 13 pairs of tumor tissue and
adjacent tissue of NSCLC patients, thereby assessing the relationship between this alteration in
plasma exosome and tissue as well as the pathological characteristics of NSCLC patients. Using the
PCR-RFLP method, the homoplasmy and heteroplasmy of A10398G were initially identified in
mitochondrial DNA from both exosomes and lung tissues. The rate of variant 10398G in plasma
exosome was 62.1% in the NSCLC group and 61.3% in the control group. However, there was no
statistically significant difference in A10398G between the patient and control groups. The alteration
of A10398G in plasma exosome and in tissue correlated with each other (correlation coefficient
0.69; p = 0.009). However, this alteration was not related to age, gender, smoking, alcohol drinks
status, tumor size, histological stage and TNM stage.
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Bién d6i A10398G cuia gen ND3 ty thé trong exosome huyét

tuong cua bénh nhan ung thu phoi khong té bao nho

Nguyén Thi TG Linh®, Lé Trung Tho?, Trinh Hong Thail”

2B¢nh vién Phoi Trung wong, 463 Hoang Hoa Thdam, Ba Pinh, Ha Ni

Nhén ngay 07 thang 10 nam 2020
Chinh sira ngay 06 thadng 11 nam 2020; Chap nhan dang ngay 08 thadng 11 nam 2020

Tém tit: Exosome chira nhiéu thanh phan cua té bao tiét ra chung. Do d6, exosome duoc coi 1a chi
thi sinh hoc tiém nang dbi vi mot s6 bénh trong dé c¢6 ung thu. Nucleotide tai vi tri 10398 cia DNA
ty thé (mtD NA) mang tinh da hinh cao, dugc nghién ctru rong rai nhung chua dugce thyc hién ¢ bénh
ung thu phdi khong té bao nho (UTPKTBN) tai Viét Nam. Trong nghién cru ndy, st dung phuong
phép PCR-RFLP, ching t6i dd xac dinh bién dbi A10398G cua gen ND3 ty thé trong exosome huyét
tuong cua 29 bénh nhan UTPKTBN va 31 nguoi khdng méc bénh ung thu lam ddi ching, dong thoi
bién ddi nay ciing dugc xac dinh ¢ 13 cap mé u va mo 1an cén u cua bénh nhan UTPKTBN, tir d6
danh gia mdi lién quan gitra bién ddi nay trong exosome huyét twong véi mé va cac dic diém bénh
hoc cuia bénh nhan UTPKTBN. Két qua budc dau da xac dinh dugc bién déi A10398G ¢ dang dong
té bao chat va di té bao chat trong ca exosome huyét twong va mo phoi. Ty 1¢ dang bién d6i 10398G
ctia MtDNA trong mau exosome huyét tuong 1a 62,1% d6i véi bénh nhan UTPKTBN va 61,3% dbi
v6i nhom d6i chimng. Tuy nhién, chung tdi khdng tim théy su khéac biét c6 ¥ nghia thong ké vé bién
ddi A10398G gitta nhom bénh va nhom dbi chimg. Bién d6i A10398G trong exosome huyét twong
va trong md c6 moi tuong quan vdi nhau (R2 =0,69; p=0,009). Tuy nhién, bién d6i nay khong lién
quan t6i d6 tudi, gidi tinh, tinh trang hut thude, udng ruou, kich thudc u, giai doan bénh va giai doan
TNM cua bénh nhan.

Tir khod: bién d6i A10398G, DNA ty thé, exosome huyét twong, ung thu phdi khong té bao nho.

Nguyén Thay Quynh?, Lé Thi Thanh Nhan?, Lé Lan Phuong?, Bui Phuong Thao?,

YTruong Dai hoc Khoa hoc Ty nhién, Dai hoc Qucfc gia Ha Noi, 334 NguyéNn Trai, Thanh Xuan, Ha NJi

1. Mé& dau

Exosome la cac bong tiét c6 kich thudc 30—
100 nm c6 ngudn gdc ndi bao va dugc té bao giai
phong ra méi trudng ngoai bao [1]. Cac té bao
kho¢ manh st dung exosome nhu nhiing phuong
tién truyen tin, con cac exosome dugc tiét ra bcn
cac té bao ung thu c6 vai tro trong su phat trién
va xam lan cua khéi u [2]. Ngoai ra, exosome do
té bao khdi u tiét ra mang theo protein va cac vat
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lidu di truyén c6 thé 1a chi thi gian tiép cia ung
thu trong d6 c6 ung thu phéi [3]. Pay 1 loai ung
thu ¢6 s6 ca mic véi ty 16 tr vong hang dau trén
thé gidi va cao thu hai tai Viét Nam trong cac ca
méc mai ung thu nim 2018 [4]. Pic biét, ung thu
phoi khong té bao nhé (UTPKTBN) chiém t6i
85% trong ung thu ph01 Nhiéu nghién ctru di
chi ra ring cac bién ddi cia DNA ty thé
(mtDNA) ¢6 lién quan dén bénh ung thu, trong
do6 co bién d6i A10398G thudc gen NADH
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dehydrogenase subunit 3 (ND3) 1a bién doi dan
dén sy thay thé amino acid tir Threonine thanh
Alanine. Chua c6 bao cdo lam rd tac dung cua
dang 10398A hay 10398G. Tuy nhién, nguoi ta
cho rang bién d6i A10398G c6 thé dan dén suy
giam chue ndng cua phuc hé | va do do ting
cuong san xuat goc oxy tu do (ROS). Qua trinh
nay cé thé lam gia ting stress oxy hoa, tiép dén
tich lity thém sai hong mtDNA, dan dén khai dau
va thic ddy qué trinh hinh thanh khéi u [5].
https://gco.iarc.fr/today/online-analysis-pie.
(accessed 05 November 2020).

Bién d6i A10398G dugc nghién ciru rong rai
trén thé gidi, dac biét ¢ bénh nhan ung thu v,
tuy nhién két qua van con gy nhleu tranh cai.
Tai Viét Nam da co nghién ciru vé bién doi
A10398G trén ddi tuong bénh nhan ung thu dai
truc trang [6] va ung thu vi [7], nhung ching t6i
chua tim thay nghién ciru ndo lién quan dén bién
d6i nay trén d6i tugng bénh nhan UTPKTBN,
dic biét la chua dugc thyc hién trén mau
exosome huyét tuong. Do do, nghién ciru nay s&
cung cdp thém sb lidu vé tan suét cta bién ddi
A10398G trén 601 tuong ngudi Viét Nam, dong
thoi tim hiéu méi lién quan giita bién ddi nay véi
céc dic diém bénh hoc ciia bénh UTPKTBN, gop
phan b sung thém dir liéu vé mtDNA ctia bénh
ung thu ¢ Viét Nam.

2. Nguyén liéu va phwong phap
2.1. Nguyén liéu

Mau nghién ciru bao gébm 29 mau huyét
tuong va 13 cap mo phéi bao gﬁ)m md u ¢ viung
trung tdm kh01 u, khong chira té bao hoai tir va
mo lan cén u nam cach mép khdi u it nhéat 5 cm,
khong chira té bao ung thu cua bénh nhan
UTPKTBN do Bénh vién Phdi Trung uong cung
cip. 31 mau huyét twong ddi chimg tir Bénh
vién Xanh-Pon va Bénh vién Dai hoc Quéc gia
Ha Noi. Mau c6 cac thong tin cliia bénh nhan
nhu tudi, gidi tinh, tinh trang hat thube, ubng
rugu, giai doan bénh va phan giai doan phat
trién ctiia u (TNM) v6i su chip thuan cho miu
tir bénh nhan.

2.2. Phuong phap

Phén tach exosome huyét trong: miu mau
sau khi nhan vé tir bénh vién dugc dé ling ty
nhién trong 1 gio, str dung pipet hut riéng 16p
huyét twong phia trén va ly tim & 3.000
vong/phut trong 5 phut, hut dich néi phia trén dé
thuc hién cac buéc phan tach exosome. Tiép
theo, khoang 300 ul huyét twong ctia mdi bénh
nhan duoc ly tam 10.000 vong/phut trong 5 phat
¢ 4°C d& loai bo cin, sau d6 bd sung 300 pl dém
PBS pH 7,4 da loc qua mang loc 0,22 pm va siéu
ly tam voi téc d6 60.000 vong/phut trong 70 phut
& 4°C, thu can. Can tiép tuc dwoc ria véi 300 pl
dém PBS pH 7,4 va siéu ly tim 1an 2 & 60.000
vong/phut trong 70 phut ¢ 4°C va thu cdn chua
exosome.

Xu ly véi enzyme dsDNase: cian exosome
duoc xur Iy voi enzyme dsDNase (Thermo, My)
dé loai DNA bén ngoai exosome theo quy trinh
clia nha san xuét.

Tach chiét DNA tong s6: voi miu exosome
huyét tuong, DNA tong sé duoc tach chiét bang
cach st dung QIAamp DNA Mini Kit
(QIAGEN, Durc) theo hudng dan cta nha san
xuat va co ddc con khoang 20 ul. Véi mau mo
phoi, viéc tach chiét DNA tong s6 sir dung kit G—
Spin™ Total DNA Extraction Kit (Intron
Biotechnology, Han Quoc) Nong d6 cia DNA
tong s6 dugc xac dinh bang may quang phd
NanoDrop 2000c (Thermoscientific, My).

Khuéch dai hé gen ty thé bang Long-range
PCR: phan tng gdm cac thanh phan: 6,25 pl
LongAmp Hot Start Tag 2X Master Mix
(Biolabs), 0,5 pl mdi xudi va 0,5 pl mdi nguge
VGi ndng do cudi cung bang 0,4 uM, DNA khudn
(15,2 ng DNA tong s6 voi miu exosome va 38,6
ng DNA tong s6 v6i mau md phdi), sau do b6
sung H.O dén 12,5 pl. Trinh ty mdi su dung
duogc thé hién trong Bang 1. Chu trinh nhiét thiét
1ap nhu sau: 94°C, 30 gidy; 30 chu ky (94°C, 30
gidy; 54°C, 30 giay; 65°C, 6 phut 30 giay); 65°C
10 phut, sau d6 giit & 4°C. Két qua duogc kiém tra
trén gel agarose 1%.
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Bang 1. Trinh tu cac cip mdi sir dung trong Long-range PCR

Ca 1 TON ) Toinh oy méi (5°-3%) Kich thuge

moi | moi (bp)
7066F | CCATCATAGGAGGCTTCATTCAC

LR1 7.924
14989R | GTAGCGGATGATTCAGCCATAA
14358F | CCCACAGCACCAATCCTACC

LR2 6.679
4467R | GTACGGGAAGGGTATAACCAACA
3119F | CCCTGTACGAAAGGACAAGAG

LR3 7.698
10816R | TTTGGAAAGTCATGTCAGTGGTAG

Khuéch dai doan gen ND3 b?mg PCR: doan
gen ND3 chtra vi tri 10398 dugc khuéch dai véi
cap mdi c6 trinh tw: 5°-CCT GCC ACT AAT
AGT TAT GTC-3’ (mdi xudi), 5’-GAT ATG
AGG TGT GAG CGA TA-3’ (mdi nguoc).
Thanh phan phan tmg gém: 1,25 pl 10x PCR
buffer, 1,25 pl dNTP, 0,15 pl Taq DNA
polymerase, 0,25 ul m01 xudi va 0,25 pl mdi
nguoc voi nong d6 cudi cung bang 0,2 pM, 2,5
ng/uL DNA khuén (twong ung 31,2 ng DNA
tong s6), thém H,O dén 12,5 pl. Chu trinh nhiét
st dung dé nhan doan gen ND3 nhu sau: 94°C,
30 gidy; 35 chuky (94°C, 30 giay; 54°C, 30 giay;
68°C, 45 gidy); 68°C, 5 phut, sau d6 gitt ¢ 4°C.

K§ thuét da hinh chiéu dai cac doan cit giGi
han (RFLP): st dung enzyme cat gidi han Ddel
c6 vi tri nhan biét: 5°-C|TNAG-3’, 3’-
GANT?C-5". Thanh phan phan tng cit nhu sau:
0,7 ul Fast Digest® buffer 10X, 3,3 pl san pham
PCR, 0,3 pl Fast Digest® enzyme va bd sung
H,0 dén 10 pl. Phan tng duoc tién hanh & 37°C
trong 5 phut sau do tiép tuc u & 65°C trong 5 pht
dé bat hoat enzyme. San pham PCR va san phdm
cit dugc dién di trén gel agarose 2,5%.

Tinh toan thong ké: phan mém Excel 2010,
phan mém SPSS 23 dugc st dung dé v& hinh va
phan tich s6 liéu theo kiém dinh khi binh phuong
(Chi square test - ¥?) hoic kiém dinh chinh xac
cua Fisher (Fisher’s Exact test). Gia tri p < 0,05
dugc cho 14 co y nghia thong ke.

3. Két qua va thao luin

3.1. Xdc nhdn mtDNA trong mau exosome huyét
twong va mo phoi

1 2 3 45 6 7

10.000b,
6.000b|

7.924bp 7 6980p
6.679bp

Hinh 1. Anh dién di san phdm Long-range PCR gen
ty thé trén gel agarose 1%.
Gleng 1: thang chuan DNA 1kb. Gleng 2,4, 6: San
pham Long-range PCR mau DNA tong s tir
exosome Vi c¢ap moi lan luot LR1, LR2, LR3.
Gleng 3,5,7: san pham Long- range PCR mau DNA
tong s tir mo ph01 VO‘l cap moi lan lugt LR1, LR2,
LR3. Lugng DNA tong s6 ciia mau exosome huyét
tuwong va mau mo cho mdi phan g Long-range
PCR tuong tng la 15,2 ng va 38,6 ng.

Céan exosome thu duoc sau siéu ly tdm duoc
xtr 1y voi enzyme dsDNase (Thermo, M) dé loai
bd DNA bén ngoai exosome trudc khi sit dung
dé tach DNA. Két qua dinh lugng da cho thay
nong d6 DNA téng sb tach tir exosome huyét
twong bién ddi trong khoang 0,31-7,56 ng/ul
huyét tuong (twong (tng véi 93,0-2.268,0 ng/300
ul huyet tuong) va nong do DNA t6ng s tach tir
mau mo bién dol trong khoang 31,9-313,4 ng/pl.
DNA tbng sé dugc ding 1am khudn cho phan
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mg Long-range PCR véi 3 cip moi bao trim
toan b hé gen ty thé. Két qua dién di trén gel
agarose 1% (Hinh 1) cho thay cac bang dién di
sang rd nét cho kich thudc bing véi cip moi
LR1, LR2 va LR3 tuong ung voéi kich thudce
mong doi, didu d6 ching minh DNA tong s6
dugc tach chiét tir exosome va mo phdi c6 chira
mtDNA.

3.2. Phan tich bién doi A10398G trong mdu
exosome huyét twong va mé phoi bang PCR-
RFLP

Sau khi khuéch dai thanh cong doan gen
ND3 chira vi tri 10398 tao san pham c6 kich
thudc 246 bp (Giéng 2, 4, 6, Hinh 2), san phdm
PCR duoc cit voi enzyme gi6i han Ddel va dién

500bp—

250bp—>

50bp —

di trén gel agarose 2,5%. Két qua cho thiy bang
san pham PCR ¢6 kich thuc dung nhu 1y thuyét
(246 bp) va do ddm cua bang ¢ mau exosome
huyét twong gan tuwong g véi bang ¢ mau mo.
Phan tich vi tri nhan biét ciia enzyme nay cho
thiy: truong hop miu khéng co bién doi
(10398A) thi san phdam PCR sau khi cit bang
enzyme Ddel cho 2 bang c6 kich thudc 196 bp
va 50 bp (Giéng 3). Trong truong hop miu co
bién d6i (10398G) thi san pham sau khi cit bang
enzyme cho 3 bang c6 kich thudc 158 bp, 50 bp
va 38 bp (Giéng 5). Truong hop xuat hién cac
bang c6 kich thude 196 bp, 158 bp, 50 bp va 38
bp (Giéng 7), day 12 miu c6 bién ddi dang di té
bao chat 10398A/G. Poan san pham cit enzyme
¢6 kich thudc nho (38 bp) khong quan sat thiy
trén ban gel.

Hinh 2. Anh dién di san pham PCR gen ND3 va san pham duoc cit bing enzyme Ddel twong tng trén gel
agarose 2,5%.
A. Khuén 12 DNA tach tir exosome huyét twong. B. Khudn 1a DNA tach tir mé phodi; Giéng 1: thang chuan DNA
50bp. Giéng 2, 4, 6: san pham PCR mdi ND3. Giéng 3, 5, 7: san pham cat enzyme Ddel.

3.3. Phdn tich A10398G theo dang bién doi
nucleotide va loai mé

DNA ty thé c6 thé ton tai dudi dang dong té
bao chat va dj té bao chét. Két qua phan tich cho
thay trong cac mau exosome huyet tuong va mau
moé déu c6 dang dong té bao chét (10398A hoic
10398G) va dang di té bao chit (10398A/G)
(Bang 2).

Dbi vai exosome huyét tuong, & mau nhoém
giai doan I+11, bién d6i dong té bao chat 10398G
chiém ty 18 cao nhat 50%, trong khi do kiéu dai
10398A chiém 31,25% va bién d6i di té bao chat
10398A/G chiém 18,75%. O mau giai doan
[II+1V, dang A va G déu chiém 46,15% con

10398A/G chiém 7,67%. Nhom dbi chimg co
38,71% mau co dang A hay G, 22,58% co6 bién
d6i dang di té bao chat. Sy khac nhau trong phan
bd bién ddi A10398G giita cac nhom mau va
gitta nhdm bénh v6i nhom ddi chimg déu khong
¢6 ¥ nghia thong ké (p > 0,05).

Véi mau mé, sb liéu théng ké cho thay tan
suat nucleotide A xuét hién 1a 38,46% & mo lan
can u va 46,15% & mo u, trong khi d6 10398G
xuét hién véi tn suit & mo 1an can u 1a 38,46%
nhung chi 1a 30,77% & mo u. Tan suét di té bao
chit & 2 ving md 1a nhu nhau 23,08%. Tuy
nhién, sy khac biét vé da hinh nay gitta mo lan cén
uva mo u khong c6 y nghia thong ké (p > 0,05).
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Bang 2. Phan b bién d6i A10398G trong mau exosome huyét tuong va mo phoi

Phan bd bién ddi A10398G

Loai miu Nhém (S:) lugng mau | (95) P
A G AIG
Giai doan I-I1 16 5(31,3) 8(50,0) | 3(18,8) | 0,76
] Giai doan I1-1V | 13 6 (46,15) | 6(46,15) | 1(7,7) | 0,50
Exosome huyét trong
Nhém bénh 29 11(37,9) | 14(48,3) | 4(13,) 067
Déi chung 31 12(38,7) |12(38,7) |7(22,6) |
. M6 u 13 6 (46,2) 4(30,8) |3(231)
M6 phoi — 10
M0 1an can u 13 5 (38,5) 5(385) | 3(231)
Kiém dinh ¢ “giita nhom I-11 va d6i chang, *gitra nhom 111-1V va dbi ching
80- . 80 m 10308A
= 10398G
i = 103986
604 53,85
B
@ 40-
2
20~
0=
Giaidoanl  Giaidoanll+lV  Déichirng Ving lancan u Vingu

Hinh 3. Biéu d6 phan bd bién d6i A10398G theo
nhdm miu exosome.

Phan tich theo su xuét hién coa bién d6i
10398G & cac nhom mau exosome (Hinh 3) cho
thdy ty 16 mau c6 bién ddi déu cao hon sb mau
khong bién doi. Mirc do khac biét nhat dugc
quan sat 6 nhom giai doan I+1I khi ty 1€ cac mau
¢6 bién ddi cao gap hon hai lan s6 mau khong
quan sat thiy bién d6i. Mtrc d6 nay thap nhit ¢
nhom giai doan III+1V. Bén canh d6, muc do
c6 bién ddi & nhom ddi chung 1a 61,29%, ting
1én & nhom giai doan I+I1 1a 68,75% va giam
lai & nhom giai doan III+IV 1a 53,85%. Tuy
nhién, sy khac biét gilra cAc nhém khong co v
nghia théng ké (p > 0,05).

Hinh 4. Biéu d6 phan b6 bién doi A10398G theo vi
trf mo phoi.

Phan tich theo cac ving mé phdi, ty 18 c6
bién d6i cao hon ty 18 khong c6 bién doi 0ca?2
Vung mé (Hinh 4). Ngoai ra, b1en ddi G xudt hién
& mau mo ving lan can u voi tan suét 61 ,54%,
cao hon & ving mé u 1a 53,85%. Két qua kiém
dinh cho thay su khac biét nay khdng cé y nghia
thong ké (p > 0,05).

Phén tich trén miu exosome va mau md cua
13 bénh nhén, ¢6 77% (10/13) miu giéng nhau
trong sy c6 mat cua bién dbi G. Nhu vay co su
tuong quan trong bién d6i & mau mo va exosome
(Bang 3).
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Bang 3. Hé s6 twong quan Spearman gilta biép dobi
A10398G cua DNA ty thé dugce tach tir mau
exosome va mau mo phoi

H¢ s6 tuong

Cap tuong quan quan P

M5 lan can uva 0,69 0,009
exosome huyét tuong

M0 u va 0,59 0,03

exosome huyét trong

Két qua Bang 3 cho thay bién d6i A10398G
cua mtDNA trong exosome phan anh tinh trang
ctia té bao tiét ching. Tuy nhién, mét sb mau
exosome khong cho két qua thong nhét Vol mau
md cting can duogc luu tam, hon nira sO luong
mAu trong nghién ctru ndy con it nén viéc nghién
clru v6i s6 lwong mau 16n hon dé khang dinh két
qua 1a diéu can thiét.

Nhu vay, trong mau exosome, bién doi
10398G xuit hién véi ty 18 62,1% & ngudi bénh
va 61,3% ¢ miu dbi chung. Voi miu md, ty 18
nay la 53,9% & vung u va 61,5% & ving md lan
can u.

Do vi tri 10398 ciia mtDNA c¢6 tinh da hinh
cao nén sd liéu duoc cong bd vé bién ddi nay
khac nhau trong cac nghién ctru phu thudc vao
cac tdc nguoi va loai ung thu. Cu thé, tan sudt
nucleotide G ¢ bénh ung thu vii trén nhom dbi
tugng ngudi My gbc Au 1 32,1% [8], ngudi My
gbc Phi 1a 87% [9], Bic An D6 1a 57,3% va
43,6% & ngudi binh thudng [10]. Trén ddi tuong
bénh nhan méc hoi ching chuyén héa ¢ Trung
Qubc ty 1¢ nay 1a 57,1% va & nhom dbi chung
tuong img 1a 52,7% [11]. Tai Viét Nam, ty ¢ nay
la 58,1% trén bénh nhan ung thu dai truc trang
[6] va 60% & bénh nhan ung thu va [7]. Két qua
nghién ctru cua chung t6i phu hop véi cac nghién
clru trude diy o khu vuc chau A (An Do va
Trung Qudc) nodi chung ciing nhu tai Viét Nam
noi riéng.

3.4. Méi lién quan giita bién doi A10398G Véi
ddc diem bénh hoc cua bénh nhan UTPKTBN

Phan tich mdi lién quan giira bién ddi
A10398G cua mtDNA véi cac dic diém bénh
hoc cua 29 bénh nhan UTPKTBN, két qua duoc
trinh bay trong Bang 4.

Trong nghién ctru nay, ching t6i khong nhan
thay c6 mdi lién quan nao trong phan b bién doi
A10398G véi cac dac diém bénh hoc ciia bénh
nhan UTPKTBN (bao gdm gidi tinh, d tudi,
tinh trang hut thube va uéng ruou, kich thudc
khéi u, giai doan bénh cling nhu giai doan
TNM). Két qua tuong tu ciing duge bao cdo trong
nghién ciru cua Xu va c¢s nam 2013 trén bénh
nhan UTPKTBN khi khong c6 lién hé nao gitia
bién d6i A10398G véi gidi tinh, tudi, tinh trang
hat thude, loai md hoc va giai doan bénh, tinh
trang dot bién gen EGFR. Tuy nhién, khi két hop
s6 ban sao mtDNA véi bién d6i A10398G, thoi
gian sdng & bénh nhan UTPKTBN c¢6 sb ban sao
mtDNA cao va c6 bién doi 10398G ting 79,8%
va nguy co tir vong giam so voi bénh nhan c6 s6
ban sao mtDNA thip va c6 dang dai 10398A.
Hon nita, nghién ctru con xdy dung md hinh té
bao dé ching minh mdi quan hé giira bién doi
A10398G va s6 ban sao ciia mtDNA voi ROS tir
d6 chi ra co ché tiém ning giy ung thu cua bién
d6i nay [12]. Bén canh d6, Qi va cs (nim 2016)
khi nghién ctru ty 1é bién d6i A10398G mtDNA
trén 129 mau mo cia bénh UTPKTBN ciing
khéng tim thdy méi trong quan giita ty 1& bién
d6i dang di té bao chat 10398 véi cac dic diém
bénh hoc cta bénh nhan. Tuy nhién, nghién ctu
da chimg minh rang nhitng bénh nhan c6 mirc 6
bién d6i mtDNA 10398G dang di té bao chét cao
¢6 thoi gian sdng tdng thé dai hon dang ké so véi
nhitng bénh nhan c¢6 mirc d6 bién d6i dang di té
bao chét thép. Nhimg ket qua cua nghién ciru trén
ing ho quan diém ring dang di té bao chat
mtDNA 10398G ¢ mirc do thap 6 thé 1a d4u hiéu
tién luong x4u & bénh nhan mac UTPKTBN [13].
Trong mot s6 nghién ctru khac, nucleotide G lai
lam tang nguy co va su phat trién ung thu vii nhu
Bai va cs (2007) d chi ra ¢ dbi tuong phu nit My
gbc Au [8], Czarnecka va cs (2010) chi ra v6i doi
tuong ngudi Ba Lan [14]. Nhu vay, cho dén nay
van ton tai nhitg két qua dudng nhu trai nguoc
vé vai tro ctia bién doi A10398G ddi voi sy phat
trién cua khéi u. Mit khac, chung toi chwa tim
thay cong bd nao lién quan dén bién doi A10398G
trong exosome noi chung va trong exosome cla
bénh ung thu phoi néi riéng. Do do, day la cong
trinh cung cap dit liéu mai trén thé gioi.
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Bang 4. Phan bé bién d6i A10398G theo cac dic diém bénh hoc ctia bénh nhan UTPKTBN

7 ~ T YY S

Dic diém (Sr?) luong 'I;han tich bién d6i Alé)398G, n (%) 0

Tuodi 1,0
<60 11 4 (36,4) 7 (63,6)
>60 18 7 (38,9) 11 (61,1)

Gidi tinh 0,32
Nam 15 7 (46,7) 8 (53,3)
N 14 4 (28,6) 10 (71,4)

Hut thude 0,44
Co 12 6 (50) 6 (50)
Khoéng 17 5(29,4) 12 (70,6)

Uéng rugu 0,43
Co 10 5 (50) 5 (50)
Khoéng 19 6 (31,6) 13 (68,4)

Kich thuéc u 0,39
<3cm 13 4 (30,8) 9 (69,2)
>3cm 15 7 (46,7) 8 (53,3)

Giai doan bénh 0,71
1+ 11 16 5(31,3) 11 (68,7)
" +1v 13 6 (46,2) 7 (53,8)

Giai doan T 0,60
1-2 15 5(33,3) 10 (66,7)
3-4 14 6 (42,9) 8 (57,1)

Giai doan N 0,81
0 14 5(35,7) 9 (64,3)
1-3 15 6 (40) 9 (60)

Giai doan M 1,0
0 20 8 (40) 12 (60)
1 9 3(33,3) 6 (66,7)

Pé thu duoc két qua trén, viéc phan tach
exosome va mtDNA c6 vai tro tién quyét.
Exosome duoc phan tach tir huyét tuong bang
phuong phép siéu ly tdm, day la phuong phap
duoc sir dung phd bién. Tiép theo, su c6 mat caa
exosome trong mau phan tich dugc xac nhan dya
vao cac dic tinh cua ching, trong d6 phd kich
thudc hat duoc do bang phuong phéap tan xa anh
sang dong (Dynamic Light Scattering). Két qua
phan tich da khing dinh thanh phan cha yéu cia
can la exosome véi kich thude trong khoang 30-
100 nm. Trong qua trinh tach DNA tir exosome,
viéc loai bo DNA bén ngoai exosome cé vai tro
quyét dinh. Mau exosome thu duoc sau siéu ly
tam dugc chung t6i xr Iy voi enzyme dsDNase
trude khi tich DNA tong s6. Biém han ché trong
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nghién ctu nay la chang t6i chua thuc nghiém
xac nhan hiéu qua cua xu Iy enzyme, tuy nhién,
nghién ciru cta Guescini va cs (2010) [15],
Sansone va cs (2017) [16] da chang to hiéu qua
cao trong viéc loai bo DNA bén ngoai exosome
biang DNase. Nghién ctu cua Guescini va cs
(2010) da cho thiy lwong DNA ty thé cua
exosome dugc xur Iy vai DNasel khac biét co v
nghia so véi ddi chung exosome khdng xu Iy
enzyme, chirng to phan dang ké mtDNA thuoc
DNA tu do bén ngoai exosome va khoang 10%
mtDNA duoc bao vé khoi su thoai giam cua
enzyme do chung da duoc bao boc boi
exosome [15].
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4. Két luan

Str dung k¥ thuat PCR-RFLP, chung t6i da
phat hién thay bién d6i A10398G & dang ddng té
bao chat va di té bao chat trong ca miu exosome
huyét twong va mau mé phdi. Ty 1¢ dang bién doi
10398G cia mtDNA trong mau exosome huyét
tuong 14 62.1% d6i véi bénh nhan UTPKTBN va
61,3% voi nhoém d6i chimg. Khong tim thay sy
khac biét co y nghia thong ké vé bién ddi
A10398G giita nhom bénh va nhom ddi chimg.
Bién ddi A10398G trong exosome huyét twong
va trong md phoi c6 twong quan véi nhau (hé s6
tuong quan 0,69; p = 0,009). Tuy nhién, bién ddi
nay khong co lién quan véi cac dic diém cua
bénh nhan gém do tudi, gidi tinh, tinh trang ht
thudc, udng rugu, kich thudc u, giai doan bénh
va giai doan TNM.

Loi cam on

Nhom tac gid xin chan thanh cam on céc
bénh nhan da ty nguyén cho mau nghién ctu, cac
y béc si ctia Bénh vién Phdi Trung wong, Bénh
vién Xanh-Pon va Bénh vién Pai hoc Qudc gia
da hd tro 1ay mau. Nghién ctru nay dugc hd tro
kinh phi tir dé tai KLEPT 18.03, Pai hoc Quéc
gia Ha Noi.
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