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Dac di€ém mé bénh hoc va phan tich biéu hién gene BCL11A trong cac
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Tém tat

DPat van dé: Ung thu va (UTV) la nguyén nhan gy tlr vong thudng gap nhat gy lién quan dén ung thu &
phu n{t trén toan thé gidi. Phan nhém phan tlr va phan tich biéu hién gen trong UTV déng vai trd quan trong
trong viéc quyét dinh liéu phap diéu tri. Muc tiéu cia nghién ctru: 13 xac dinh cac phan nhém phén t& cla
ung thu v bang héa mé mién dich va ki thuat lai tai chd, phan tich biéu hién gene BCL11A trong cic phan
nhém phan tlr bang RT-PCR va danh gia méi lién quan gitta cac phan nhém phan tir véi dac diém mo bénh
hoc. D6i tuwgng va phwong phap nghién ciru: Nghién clru mo ta cat ngang, khdi nén ctia 138 bénh nhan UTV
dugc nhudm Hematoxylin va Eosin d& chin doan, phan loai md bénh hoc, nhudém véi cac thy thé héa mé
mién dich ER, PR, HER2, Ki67 va k{ thuat lai tai chd gan bac hai mau (DISH) dé phan nhém phén tir. Trong dé,
RNA clia 20 mau duoc chiét xuat va biéu hién bang ki thuat RT-PCR. K&t qua: C mai lién quan dang ké giira
céc phan nhédm phéan tlr ung thw biéu mé tuyén vu véi loai mé hoc (p = 0,022) va dd méd hoc (p = 0,021). Gene
BCL11A cé mirc biéu hién thap dang ké trong tat ca cac phan nhém phan tlr, dic biét 13 trong phan nhém ba
am tinh. K&t luan: Nghién cru ndy cé thé gitp hiéu thém cac dic diém bénh hoc va su biéu hién gene cla céc
phan nhdm ung thu vi khdc nhau, gép phan xac dinh thanh cdng trong diéu trj ung thu vu, dac biét |1a trong
nhém bo ba am tinh.

Titr khéa: Ung thu biéu mé tuyén vu xém nhdp, phén nhém phén tir, d6 mé hoc, lai tai chb gdn bac hai
méu (DISH), gRT-PCR.
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Pathological characteristics and BCL11A gene analysis in molecular
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Background: Breast cancer is the most frequent cause of cancer-related deaths among women
worldwide. Molecular classification and the analysis of gene expression have been playing a pivotal role in
deciding treatment therapy. The aim of study was to identify molecular surrogate subtypes of breast cancer
by immunohistochemistry and Dual In Situ Hybridization, analysis of BCL11A gene expression was performed
in molecular subtypes by RT-PCR and assessed the correlation between molecular subtypes and clinic-
pathological characteristics. Materials and methods: Cross-sectional description study, tumor specimens
from 138 patients were stained with Hematoxylin and Eosin to diagnosis, histopathological classification,
stained with immunohistochemical markers ER, PR, HER2, Ki67 and Dual In Situ Hybridization (DISH) to
classify molecular subtypes breast cancer. In which, RNA of 20 samples were extraction and performed by RT-
PCR. Results: A significant association between breast carcinoma subtypes with histologic type (p=0.022) and
grade (p=0.021). BCL11A was significantly down regulated in all molecular breast cancer subtypes especially
in triple negative group. Conclusion: This study may help to understand pathological characteristics and
the gene expression of difference breast cancer subtypes, contributing to the successful identification of
therapeutic targets for breast cancer, especially triple negative group.
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1. DAT VAN BE

Ung thu va (UTV) la loai ung thuw thuwong gap
nhat va [a mét trong nhitng nguyén nhan chinh gy
tlr vong do ung thu & phu nit trén toan thé gidi [1].
Tai Viét Nam, ty 1é mac UTV d3 ting hon gap doi
trong hai thap ky qua, tir 13,8 trén 100.000 phu nit
nam 2000 lén 29,9 trén 100.000 phu nit trong nam
2010. Xu hudng tang theo tirng nam lén tdi 12,533
truong hgp ung thu v méi (dwoc bdo cdo) trén ca
nuwdc [2]. Trong nhitng ndm tré lai day, vdi su phat
trién cla sinh hoc phan tl, cac phwong phap phan
t& khac nhau, dic biét 13 phuong phap mé ta biéu
hién gene (gene expression profiling), dugc st dung
ngay cang nhiéu nhdm phan loai bénh va du dodn
ddp &ng vai cdc liéu phap chira tri mét cach chinh
xac hon [3].

Nam 2011, tai hdi nghi qudc té St Gallen vé Ung
thu v, H6i dong chuyén gia da dua ra khuyén cdo
phan loai ung thu vi thanh bdn phan nhém long
ong A, long 6ng B (dwoc goi 1a “Luminal” vi ¢ biéu
hién gen tuong ty nhu cdc té bao long dng (luminal
cells)), HER2+ (c6 nhiéu biéu hién cla gene HER2),
Basal-like (c6 biéu hién gen twong tu nhu cac té bao
day (basal cells), trong d6 cé 70-80% la am tinh b
ba ER, PR va HER-2) véi cac dinh nghia vé& mat bénh
hoc 1am sang cla tirng loai phan nhdm va liéu phap
diéu trj khac nhau [4]. Do d6, phan nhém phéan ti
UTV |3 viéc quan trong dé tién lwgng va ap dung cac
phac d6 diéu trj thich hop [5].

Tuy nhién, b&nh nhan UTV thé bd ba 4m tinh
khéng dugc hudng loi tir liéu phap dwa trén
hormone hodc trastuzumab vi am tinh véi ER, PR va
HER-2. Do d6, phau thuat va héa tri, rieng 1& hodc
két hop, gan nhu 1a phuong phép diéu trj duy nhat
¢6 san ddi véi UTV thé bo ba am tinh [6, 7]. Trong
mot vai nghién ctru gan day, cac tac gid da chira ring
yéu t6 phién m3 BCL11A dugc bidu hién qua mic &
nhém UTV thé bd ba dm tinh, ho cho ring BCL11A ¢6
thé 13 gene UTV mdi va 1a mot yéu t6 diéu hda quan
trong trong suw phat trién cta biéu mé tuyén vu binh
thuong [8,9].

Vi vdy, gene BCL11A c6 18 13 mét rng clr vién
tiém nang cho liéu phap diéu trj dich & nhitng bénh
nhan UTV thé bd ba am tinh.

Chung toi tién hanh dé tai nay nham muc dich:

1. Xdc dinh phdn nhém phén ti cia ung thu vu
béng ky thudt héa mé mién dich vdi cdc thu thé ER,
PR, HER2, Ki-67 va kj thuét DISH xdc dinh khuéch
dai gene HER2.

2. Khéo sat méi lién quan gitta phdn nhém phén
tl va cdc ddc diém gidi phdu bénh.

3. Phdn tich biéu hién gene BCL11A & cdc phdn
nhém phén ti bdng kj thudt gRT-PCR
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2. pOI TUQNG VA PHUONG PHAP NGHIEN cU'U

2.1. Ddi twong nghién ctru:

- C& mau: 138 bénh nhan ung thu vi.

- Tiéu chuan chon bénh: Cé chan dodn md bénh
hoc sau phau thuat |a UTBM tuyén vi xam nhap.

- Tiéu chuan loai trir: UTBM tuyén v téi phat
hodc da diéu tri truwdc do.

2.2. Thiét k& nghién ctru: Nghién ctru mo ta cét
ngang

2.3. Phuwong phap nghién ctru:

- Xét nghiém mé bénh hoc va héa mé mién dich:
DPuoc thye hién tai khoa Gidi phau bénh, Bénh vién
Trudng Dai hoc Y Dugc Hué.

+ Nhudm manh mé bing phuong phap nhudém
Hematoxylin-Eosin (HE). Phan loai mo hoc, giai doan
bénh theo T6 chirc Y t& Thé gidi 2003. Phan dd md
hoc theo Scaff -Bloom-Richarson (SBR) cai bién.

+ Nhudm hda md mién dich: 4 dau an sinh hoc
ER, PR, Ki-67 va HER2 thuc hién trén may Bench
Mark, Ventana dung bd kit phat hién mau Ultra
ViewDAB cla hing Roche. Panh gia sy biéu 16 thu
thé estrogen, progesteron: dua theo tiéu chuan
cla Allred va nha san xuat dya trén 2 tiéu chuln
la cwong d6 va ty 1& % t& bao u bat mau nhudm.
Danh gia Ki-67 dwong tinh theo tiéu chuin cla Saint
Gallen: < 14%: thap, > 14%: cao. Panh gid biéu 16
HER?2 theo tiéu chudn danh gia ASCO/CAP 2013 nhu
sau: 0 (&m tinh): Khéng cé phan &ng; 1+ (4m tinh):
Nhudm mang nhat mau/mét phan < 10% té bao u;
2+ (khdng rd rang): Nhudm mang hoan toan tir yéu
dén vira > 10% t€ bao u; 3+ (dwong tinh): Bat mau
dam hoan toan mang t& bao >10% t€ bao u. HER2
duoc xac dinh la duong tinh khi IHC 3+. Trwdong hop
IHC (2+) thi can phai x4c dinh tinh trang khuéch dai
gen HER2 bang k¥ thuat lai tai chd.

+ Phan nhédm phan tlr: Dya vao két qud HMMD
3 dau an ER, PR, KI67 va khuéch dai gen HER2 bang
DISH theo phan loai cha Saint Gallen 2011 [10].

- Xét nghiém lai tai ché gdn hai mau DISH: Duoc
thuc hién tai khoa Giai ph3u bénh, Bénh vién Truong
Pai hoc Y Dwoc Hué dung bé kit INFORM HER2 Dual
ISH cla hang Roche, danh gid HER2 bing DISH theo
huéng din cla ASCO/CAP 2013: Tiéu ban duoc
khao sat trén kinh hién vi quang hoc, & céc vat kinh
20, 40, 60. Cac tiéu chuan bat budc khi khdo sat mét
tiéu ban DISH. 1. Cc tin hiéu clia gene HER2, CEN17
(trung thé cla nhiém sic thé 17) phai hién dién trén
té& bao ndi chirng (t€ bao soi, t&€ bao ndi mé, lymphd
bao). 2. Chi khao sat tin hiéu ban sao gene HER2 va
tin hiéu CEN17 trén vung t& bao ung thu xam |an.
3. Nhudm nén phai duoc phan biét rd véi cac tin
hiéu. Xac dinh vung t€ bao ung thu xam 1an va dém
s6 tin hiéu HER2, CEN17 cda 20 t& bao u. Tin hiéu



HER2 cé mau den nam trong nhan, cé thé |3 tirng tin
hiéu riéng 1& hodc tirng cum. Dé xac dinh mbi cum I3
bao nhiéu tin hiéu thuong 1a do ngudi khao sat wdc
lurong khi so sanh kich thudc cac cum véi cac tin hiéu
riéng 1&. Tin hiéu CEN17 c6 mau dé ndm trong nhan.
Xac dinh ti [é trung binh céng cla cac tin hiéu HER2/
CEN17 cGa mdi trudng hop: Néu ti 1é HER2/CEN17 <
1,8: Khong khuéch dai gene HER2; Ti 1é HER2/CEN17
>2,2: c6 khuéch dai gene HER2. Néu 1,8 <Tilé<2,2:
dém thém 20 té& bao va danh gia ty 1é6 HER2/CEP17
clia 20 t& bao nay, néu van khong thay déi két qud
thi xem xét 13p lai k{ thuat lai tai chd.

- TAch chiét RNA tlr mau md: 5 14t cit day 10pum
duwoc cat tir khdi u UTV (vung twong (rng vung duoc
chdn doan ung thu trén tiéu ban HE) dé cé duoc
téng s& ARN. Axit nucleic dwoc chiét xuat véi bod
chiét xuat thwong mai (Rneasy FFPE Kit Tissue Kit,
Qiagen, Hilden, Dirc) theo huéng dan clia nha san
xuat. Chung téi d3 danh gid s6 lvgng va chat lvong

3. KET QUA NGHIEN cU'U

Tap

chi' Y Duwgc hoc - Trwdng Pai hoc Y Dugc Hué - 56 4, tép 10/2020

axit nucleic bang mdy do quang phé (ti 1é 260nm,
260/280 va 260/230, phd 220-320nm) bang cach
str dung Nano drop ND1000 (Euro Clone, Milan,
Italy).

- Téng hop cDNA: 1,5 pg t6ng s6 RNA duwoc sao
chép nguoc thanh cDNA bang cich st dung bd
kit High Capacity cDNA Reverse Transcription Kit
(Applied Biosystem, Foster City, CA, USA) tudn thu
theo cac hudng dan clia nha san xuat.

- Dinh lwvgng RT-PCR: Phat hién cDNA duwoc thuc
hién bang cach sl dung SYBR Green Master Mix
(Sigma, ABI) theo huédng dan ctia nha cung cap. Mbi
mau phan ¢ng PCR d3 duoc thuc hién ba [an trong
ABI Prism Sequence Detection System 7000 (Applied
Biosystems) cling vé&i probe. Tat cd moéi dwoc mua tir
Sigma-Aldrich.

- Phan tich s6 liéu: Phan tich théng ké duogc thue
hién bing phan mém théng ké SPSS, phién ban 18.0.
Gia trj p < 0,05 duoc coi la cd y nghia thdng ké.

3.1. Cac déc diém chung va dic diém giai phau bénh trong UTBM tuyén v
Bang 1. Cac dic diém chung va dic diém giai phau bénh

Pic diém n %
Nhém tudi (n = 138)
<35 3 2,2
35-49 46 33,3
50 - 69 68 49,3
70+ 21 15,2
Tinh trang kinh nguyét (n = 138)
Con kinh 58 42,0
Man kinh 80 58,0
Vitriu(n=135)
Trai 64 47,4
Phai 71 52,6
Kich thudc u (n =138)
<2cm 20 14,5
>22cm 118 85,5
Loai m6 hoc (n =138)
UTBM tiét rung dau 2 1,4
UTBM thé tay 1 0,7
UTBM nhy 12 8,8
UTBM tiéu thuy xdm nhap 15 10,9
UTBM di san 10 7,2
UTBM 8ng xam nhap khéng cé ghi 98 71,0
chu dac biét
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DO mo hoc (n =98)

bo1 16 16,3
P62 60 61,2
P63 22 22,5
Di can hach nach (n =138)

Chua dican 59 42,8
Di can 1-3 hach 49 35,5
Di can 4-9 hach 22 15,9
Di can > 9 hach 8 5,8
Giai doan bénh (n =138)

I 14 10,1
Il 85 61,6
n 39 28,3

D tudi mac bénh tir 25 dén 91 (trung binh 55 + 12,63), cao nhat 1a 50 — 69 tudi (49,3%). B3 man kinh
chiém ty 1& cao (58%). Vi tri t&n thuwong thuwong & va phai (52,6%). Kich thudc u trung binh 13 3,1 + 1,01 cm.
Ung thu biéu md loai khéng cé ghi chi d3c biét chiém da s6 vdi 71,0% cung v&i dd md hoc Il chiém ty |é cao
nhat (61,2%). Chua di cdn hach nach kha cao (42,8%) va giai doan Il chiém ty |1é cao nhat 61,6%.

3.2. Sw boc 16 chia cac thu thé ER, PR, HER2, Ki-67

Bang 2. Sy boc 16 cha céc thy thé

Cic thy thé | n=138 %

ER

Am tinh 71 51,4
Duong tinh 67 48,6
PR

Am tinh 74 53,6
Duong tinh 64 46,4
HER2

0, 1+ 95 68,8
2+ 20 14,5
3+ 23 16,7
Ki-67

<14% 49 35,5
>14% 89 64,5

Ty lé ER, PR duong tinh chiém [an luot 48,6% (67/138) va 46,4% (64/138).
Ty & HER2 (-), HER2 (2+), HER2 (3+) lan lwot |a 68,8% (95/138), 14,5% (20/138) va 16,7% (23/138).
Ki-67 dwong tinh mirc d6 cao chiém 64,5% (89/138)

Bang 3. K&t qua khao sat su khuéch dai gene HER2 bang ki thuat DISH

DISH n =100 %
Khéng khuéch dai 69 69,0%
Khuéch dai 31 31,0%

Ty |8 khéi u c6 khuéch dai gene HER2 bang k§ thuat DISH 13 31,0% trong khi khéng khuéch dai 13 69,0%.
Trong d6 8/20 trudng hop IHC 2+ va tat ca cac trudng hop IHC 3+ dwoc phét hién cé khuéch dai gene HER2
bang ki thuat DISH.
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Bang 4. Phan nhom phéan tlr

Phan nhém phén ti n=138 %
Long 6ng A 40 29,0
o HER2 &m tinh 34 24,6
Long 6ng B ;
HER2 duong tinh 4 2,9
HER2 27 19,6
BO ba am tinh 33 23,9

Phan nhdm long 8ng A chiém ty |é cao nhat 29,0%.
3.3. Mai lién quan giira phan nhém phan tl va cac dic diém giai phau bénh
Bang 5. M&i lién quan giita phan nhédm phan tir va cic dic diém gidi phau bénh

ciosicain | neSua | resus [ [ s [
giai phau bénh n (%) n (%) n (%) n (%)
TuGi
<50 15 (37,5) 14 (37,8) 10 (37,0) 10 (29,4) 0,832
>50 25 (62,5) 23 (62,2) 17 (63,0) 24 (70,6)
Loai m6 hoc
UTBM &ng xam nhap 20(57,5) 33(89,2) 23 (71,5) 22 (68,8)
UTBM tiéu thluy xam 4 (10,0) 3(8,1) 1(3,7) 7 (20,6) 0,022
nhap
Kich thuéc u
<2cm 8(20,5) 5(13,5) 3(11,1) 3(8,8) 0,546
>2cm 31(79,5) 32 (86,5) 24 (88,9) 31(91,2)
PO mo hoc
G1 3(16,1) 7(21,2) 5(17,4) 1(3,8)
G2 21(74,2) 20 (66,7) 7 (43,5) 12 (57,7) 0,021
G3 2(9,7) 3(12,1) 9(39,1) 8(38,5)
Di can hach
pNO 17 (42,5) 14 (37,8) 10 (37,0) 18 (52,9) 0,561
pN+ 23 (57,5) 23 (62,2) 17 (63,0) 16 (47,1)
Giai doan bénh
[ 6 (15,0) 3(8,1) 3(11,1) 2(5,9)
I 28 (70,0) 23 (62,2) 13 (48,1) 21(61,8) 0,295
1l 6 (15,0) 11 (29,7) 11 (40,7) 11 (32,4)

Trong nghién ctru cda ching t6i, phan tich thdng ké cho thay c6 méi tuvong quan dang ké giita phdn nhém
phan tlr v&i loai mé hoc (p = 0,022) va d6 md hoc (p = 0,021).

3.4. Mirc d6 biéu hién gene BCL11A

Mrc d6 bidu hién gene BCL11A dugc danh gid trong 20 mau (5 Lumina A, 5 Luminal B, 5 HER2 va 5 bd ba
am tinh). K&t qua RT-PCR cho thdy murc do biéu hién déu thap trong tat ca cac phan nhém, dic biét 13 trong
phan nhém b ba am tinh.
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Phin nhom phan tir

Hinh 1. Mdc d6 biéu hién gene BCL11A trong cac phan nhém phan tir cha UTBM tuyén v

4. BAN LUAN

4.1. Dac diém giai phau bénh

Tudi phat hién

K&t qua nghién ctru cho thay bénh nhan tré nhat
25 tubi. bénh nhan 1&n tudi nhat 13 91 tudi. Do tudi
trung binh trong chan doan UTV |a 55. So v&i cac
nghién cru khac, chlng t6i thay tudi phat hién trung
binh cao hon so va&i nghién clru cta Hage (36,8), Vii
Hoéng Thang (47,5), Nguyén Hoang Lan (50,0) [11,
12]. Sy khdc biét c6 thé 13 do mdt s6 yéu td nhu 16i
s6ng, diéu kién kinh t&, moi trudong sdng, s6 lvong
mau nghién cttu, thoi gian va noi nghién ctu cling
nhuw cdc dac diém sinh hoc hodc mdt sd co ché chua
duoc gidi thich rd rang. Tuy nhién, UTV & phu ni¥
dwdi 35 dén 40 tudi cd nhiéu d3c diém &c tinh hon,
c6 xu hudng duwoc chin doan & giai doan mudn hon
va tién lwong xau hon [13].

Kich thwécu

Kich thudc khéi u trung binh 3,1 + 1,01 cm.
Két qua nay tuong ty nhu két qud clda Engstrom,
Vi Héng Thang va nhoé hon kich thudc khdi u cha
mot s6 két qua cla Jarrett Rosenberg [12] [14, 15].
Kich thudc khdi u I&n hon da dwoc tim thdy cé anh
huwéng dén sy séng con va lién quan tdi su tang ty
|8 t4i phét. B&nh nhan c6 khdi u < 2 cm cé ty |1é séng
sau 5 ndm gan 91,3% so vdi 79,8% déi vai khéi u tir
2 cm dén 5 cm va 62,7% ddi vai cac khdi u > 5 cm.
Ngoai ra, gia tang kich thudc khdi u dan dén gia ting
sy di cdn [15]. Dong thai, bdo cdo cling da duogc ghi
lai su lién quan dén gilra ting kich thuwdc u va ting ty
|& t&r vong trong mdi phan nhom cd thu thé estrogen
(ER) va progesterone (PR). V&i viéc chan doan ung
thu & nhitng khéi u cé thudc nhoé cda nghién ciru
nay da cho thay rang hiéu qua clia chuong trinh tam
sodt UTV sém.

Loai m6 hoc

UTBM &8ng loai khéng cé ghi chu dac biét chiém
ty 1& 73,9%, sau d6 |a ung thu thé tiéu thuy xam
nhap chiém 10,9%. Két qua cho thdy UTBM 6ng xam
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|&n c6 ty 1& cao nhat trong céc loai UTBM tuyén v,
tuwong tu nhu hau hét nghién ciru & trong nudce va
nudc ngoai [12, 14, 16]

Do md hoc

Trong s6 98 UTBM &ng xam nhap loai khéng ¢é
ghi chd dac biét dwgc nghién clru trong nghién ctru
nay, dé Il chiém ty 1é cao nhat (61,9%). Két qua nay
khéng théng nhat véi mot s6 nghién cliru trong va
ngoai nwdc [14, 16]. Diéu nay cé thé duoc gidi thich
bdi su khac biét vé dic diém sinh hoc cla nhédm
bénh nhan va mét phan dua trén danh gid ch quan
clia nha gidi phau bénh hoc. Mac du cé si khac biét
trong phan loai hodc déi tuwgng nghién clru gitra cac
nghién clru cla céc tac gid nhung tat cd két qua déu
théng rang d6 mo hoc khi duoc sir dung két hop
trang thai hach, c6 thé cung cap thong tin vé tién
lvgng bénh va cai thién du doan két qua cho tirng
bénh nhan.

Di can hach

Trong nghién ctru, ty |& khéng di cdn hach nach 3
42,8%. Ty |1& phan tram tuong ty vai mot sd nghién
clru clia cac tac gia trong va ngoai nudc [12, 14, 16].
Diéu nay da chirtng minh ring kha ndng sang loc ung
thu ¢ hiéu qua va nhan thirc vé ung thu cda nguoi
dan da dugc nang cao. Danh gia dung tinh trang di
can hach bach huyét 1 mét trong nhitng tiéu chi
quan trong nhat, né la mot yéu té tién lugng lién
quan dén ty |é tai phat, ty 1& s6ng va quyét dinh lua
chon phuong phap diéu tri.

Giai doan bénh

Giai doan Il chiém 61,6%, trong dé giai doan IIA
co6 43 truong hop (31,2%), giai doan 1IB cé 42 trudong
hop (30,4%). Diéu nay phu hgp véi mét s6 nghién
cru nhu k&t qud nghién clru trong nwdc va ngoai
nwdc nhu cla Engstrom, Vi Hong Thing, Nguyén
Hoang Lan [11, 12, 14]. Tat ca k&t qua cla nghién
cru khac nhau déu cho thay giai doan Il ¢é ty 1é cao
nhat, tiép theo trong giai doan llIA. Diéu nay chi ra
rang hiéu qua chidm séc y té ting hon trudc. Thoi



gian s6ng thém cta bénh nhan vdi giai doan Il dai
hon nhiéu so v&i bénh nhan giai doan IIl. Ngoai ra,
kha nang tai phat bénh nhan co giai doan Il cling
thap hon it hon giai doan Ill. Do d6, xac dinh giai
doan bénh va loai mé hoc cd y nghia trong tién
lvong bénh.

4.2. Su boc 16 cac thu thé

Sy bdc 16 cla cdc thu thé ER, PR, HER2, Ki-67
khong nhitng dong vai tro quan trong trong phan
nhém phan t&r ma con 13 cac yéu t8 can thiét trong
tién luvgng bénh cling nhu trong viéc chon lya liéu
phap diéu trj thich hop. Trong nghién cru nay, ty 1&
ER va PR thap hon trong cadc nghién ctru khéac, tuy
nhién van twong dong ty 1é duong ER cao hon PR.
Trong khi d6, ty 1& 31,1% kh&i u c6 HER biéu hién qua
murc bdi IHC cao hon ty 1é chung gilta cédc nghién
ctu khdc (HER2 duong tinh 13 khodng 20% dén
30%). Nhitng suw khac biét nay cé thé 1a do thu thé
HER2 1a protein mang té& bao rat dé bién tinh trong
sudt qud trinh thuc hién k§ thuat tir viéc x& ly sau
khi cat bd khéi u cho dén dung dich c6 dinh mau,
thoi gian ¢6 dinh.

Ty |é Ki-67 duong tinh trong nghién ctru nay la
63,8%. Ty |& nay la kha cao va danh gia phu thudc
vao chat lwong mau va sy chd quan cla ngudi danh
gid. Mutapha va cong su da cho thay sy twong quan
gitta mirc d6 cao cla chi sé Ki-67 vdi nguy co téi phat
cao hon va ty 1é séng sot t6i té hon [17]. Nhitng dir
liéu nay phu hop vdi ti 1é cao chi s Ki67 cé lién quan
mat thiét dén tang sinh t& bao va tuong quan thuan
v&i tat ca dic diém bénh hoc 1am sang.

4.3. Ma&i lién quan giira phan nhém phan tir va
céc dic diém giai phau bénh

Phan tich cla ching tdi cho thdy méi lién quan
dang ké gitra phan nhém phan tlr ung thu biéu mé
tuyén vi véi loai md hoc (p = 0,022) va dé md hoc
(p = 0,021).

Nghién ctru cla ching tdi cho thdy mét suw khac
biét dang ké clia loai md hoc dc biét trong cac phan
nhém phan tl&r cda ung thu vi xdm 1an (p = 0,022).
Phan tich nay chi ra UTBM éng thudng gip hon &
phan nhém long 6ng B (89,2%), trong khi UTBM tiéu
thuy cé nhiéu & phan nhém bd ba &m tinh va cac
loai UTBM tuyén v( thé dic biét khac lai xuat hién &
phan nhédm long 8ng A. Tuy nhién, dit liéu tir nhiéu
nghién clru khac lai chitng minh UTBM tiéu thuy,
hén hop va UTBM nhay lai ¢é nhiéu kha ning biéu
hién thu thé noi tiét t& hon so véi UTBM &ng [18,
19]. Sw khac nhau nay cé thé 1a do giita cac nghién
ctru thiéu thong tin lién quan dén mot sé cac yéu té
gay nhiéu tiém &n, bao gdbm cac yéu t& ndi tét t6,
sinh sdn, nhan trac hoc va 18i séng. B&i nhitng yéu td
nay co thé lién quan dén su khac nhau trong céc loai
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mé hoc cha ung thu vi cling nhu sy khac nhau trong
dac diém lam sang va dic diém giadi phau bénh cla
kh&i u can danh gia.

Cac nghién clru gan day vé ung thu v d3 nhan
manh sy lién quan cuta sinh hoc khéi u trong diéu
tri ung thu va va qua d6 cho thdy tdm quan trong
clia d& md hoc. Khéi u véi d6 md hoc khac nhau
s& c6 cau hinh phan tir khac biét & bd gen, mirc do
transcriptomic va héa mé mién dich.

Nghién ctru biéu hién gen da ching minh rang
dd md hoc phan anh tét hon ciu tric phan tlr cda
ung thw va hon tinh trang hach va kich thuwdc khdi
u [20]. Trong nghién clru cla chung tdi d3 chi ra mai
lién quan gitra cdc phan nhdm phan t&r va d6 md hoc
(p = 0,021). P6 md hoc cao (dd Ill) chiém ty 1é cao
trong phan nhém HER2, nhitng do thap hon (d6 |
va d6 1) ndm & phan nhém Long 6ng. K&t qua nay
tuong dong véi két qua cla nhiéu tac gia khac trong
va ngoai nudc.

Mét sé tac gid trudc day d3 md ta doc lap vai
tro tién lwgng cda d6 mé hoc & bénh nhan ung thu
vU. Ho déu cho thay bénh nhan mang khéi u cé do
mo hoc loai | cé tién lwgng tét. Do dé, viéc xac dinh
dung dd md hoc gép phan gitip nhan dinh tién lugng
va ¢ phac d6 diéu trj phu hop.

Tuy nhién, khéng cé mdi lién quan gilta phan
nhém phan tlr UTBM tuyén vu véi kich thudc khoi
u, giai doan bénh, tinh trang di cdn hach & trong
nghién ctru cha chung toi. Trong khi cac nghién ciru
khac d3 bao cdo ring nhitng dic diém giai phau
bénh nhu kich thuwdc T1 va T2, giai doan | va ll,
khéng di cdn hach nach thuong lién quan dén phéan
nhém long 6ng A. Nhitng ddc diém chi ra tién lwong
tdt hon phan nhom long éng A, trai ngwoc véi phan
nhém HER2 va bd ba 4m tinh cé dic diém giai doan
11, kich thudc T3, hach di can va co tién lugng kém
hon rat nhiéu.

4.4. Mirc d6 biéu hién gene BCL11A

Trong vai nghién clru nudc ngoai gan day, bang
cach phan tich dit liéu gen tlr hon 3000 bénh nhan
ung thu biéu m6 tuyén vu, gene BCL11A biéu hién
murc cao dang k& & ca cap d6 RNA va protein, dic
biét cao trong phadn nhdm bd ba 4m tinh cla bénh
nhan UTV. Viéc biéu hién qua mirc clia gene BCL11A
anh hudng dén chuong trinh chét theo 14p trinh cda
té& bao (apoptosis) théng qua trung gian p53 (gen ap
ché& khéi u). Do d6, cic nghién clru nay nhan dinh
rang gene BCL11A cung v&i mdt s6 gene khac nhu
HMGA1, FOXC1 da duogc nghién clru dugc xem
nhw 13 cdc diu an sinh hoc dé chan doan va mot
s6 d3 duogc coi la muc tiéu diéu trj titm nang cla
bénh nhan UTV thé bd ba am tinh [8, 9]. Tuy nhién,
trong nghién ctru cla ching t6i mic biéu hién gene
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BCL11A déu rat thap trong tat ca ciac phan nhém
phan tlr cdia bénh nhan UTBM tuyén vu, dac biét 1a
trong phadn nhédm bd ba 4m tinh, khéng giéng nhw
nhitng gi duoc bdo cdo trong cac tai liéu trudc do.
Diéu nay co thé giai thich do mau khéi u duogc cd
dinh bang dung dich formol va nhing trong paraffin
dan dén gidm chat lwong cha axit nucleic lam anh
huwéng dén két qua PCR.

Tuy vay, véi két qua cla nghién cru nay cling da
gép phan giup chung ta hiéu hon vé dic diém cua
gene trong cac phan nhdom phan tl cta bénh nhan
UTV. Cac thir nghiém truy tim ngudn gbc trong tuong
lai s& x4c dinh xem gene BCL11A c6 biéu hién trong
t& bao t6 tién cla phan nhém long 6ng (luminal) va
phan nhém basal hoac trong cac bipotent MaSCs
(mammary stem cell) hay khong?

Né&u dua ra duoc bing chirng gene BCL11A diéu
hoa trong viéc phat trién cac té€ bao tién than phan
nhém basal-like, diéu nay s& rat quan trong va la
mot trong nhirng budc dau tién trong phat trién liéu
phap diéu tri dich cho nhitng bénh nhan ung thu vu
thé bd ba am tinh.

5. KET LUAN

Trong nghién ctru, ching t6i da chirng minh mai
lién quan dang ké gitta phan nhém phan tr ung thu
biéu mé tuyén vu véi loai md hoc (p = 0,022) va do
mo hoc (p =0,021).

- UTBM 6&ng thuding gap hon & phan nhdm long
6ng B (89,2%), trong khi d6 UTBM thé thily xam nhap
thuong gap & phan nhom b ba am tinh (20,6%).

- D& Mo hoc chl yéu trong phan nhém long 8ng
B la do I. Trong khi & phdn nhédm HER2 va bd ba 4m
tinh thi dé Ill chiém ch( yéu (39,1% va 38,5%).

M3c du, mirc biéu hién gene BCL11A & mirc thap
trong cac phan nhém phan tlr cta ung thu biéu mé
tuy&n vU dac biét thap trong phan nhom bd ba am
tinh, nhung nghién clru nay ciing gép phan hiéu
thém vé dic diém giai phau bénh ciing nhu vai tro
yéu t6 tién lwong cla gene trong UTV va can duoc
nghién ctru nhiéu hon trong twong lai.

L&ri cédm on: Bai bdo nay cé st dung két qua dé
tai khoa hoc va cdng nghé cap Tinh m3 s6 TTH-2016-
KC.12 dugc ngdn sach nha nudc tinh Thira Thién
Hué dau tu.
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