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NGHIEN CU'U TINH TRANG HER2 VA MOI LIEN QUAN
VO1 MOT SO YEU TO TIEN LUONG TRONG UNG THU BIEU MO
TUYEN VU XAM NHAP
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Lé Thi Thu Théo, Ngé Cao Sdch, Trén Thi Hoang Lién, V6 Thi Héng Vién
Trwong Bai hoc Y Dwoc Hué

Tém tat

D3t van dé: DE Iywa chon bénh nhan ung thw va diéu trj dich phan tl&r can phai xac dinh chinh xac tinh
trang khuéch dai gen HER2. Do d6, d6i v&i nhitng trudng hop nhudm héa md mién dich (HMMD) HER?2
duong tinh (2+) thi can phai xac dinh tinh trang khuéch dai gen HER2 bang k§ thuat lai tai chd. Nghién
clru nay clia chung tdi nham ap dung ky thudt HMIMD va ky thuat lai tai chd gan hai mau (DISH) dé phét hién
su khuéch dai gen HER2 va mdi lién quan v&i mét s8 yéu t6 tién luvgng trong ung thu biéu mé tuyén vi. Déi
twong va phwong phap nghién ciru: Nghién clru md ta cit ngang & 92 bénh nhan ung thu biéu md vi xam
nhap dén diéu trj tai Bé&nh vién Truwong Pai hoc Y Dugc Hué va Bénh vién Trung uvong Hué. Phuong phdp
HMMD va ky thuat DISH dwgc thuc hién trén may BenchMark, Ventana, Roche Diagnostics. Phan nhém phan
t&r dya trén phan loai cta Saint Gallen (2011). K&t qua: Ung thu v thuwong & va phai (53,3%); vi tri % trén
ngoai; Kich thuwdc u >2-5cm (46,7%); Thé 8ng xam nhap khdng cé ghi chi dc biét (73,9%); Di cin hach 59,8%;
D6 mo hoc 2 (60,3%); Giai doan bénh 11 (51,1%). ER(+) 42,4%, PR(+) 41,3%, HER2(+) 34,8%, Ki67 mirc do vira
va cao chiém da s6 (59,8%). Phan nhém phan tlr ung thu vi xdm nhap chiém da sé 1a phan nhém long 6ng
B (28,3%). Gen HER2 khuéch dai bang k{ thuat DISH trong nhdm HER2 (2+) 46,2%, HER2 (3+) 13 100%. Sy
khuéch dai gen HER2 cé mai lién quan vdi sy bdc 16 protein HER2, phan nhdm phan tlr; khéng cé mai lién
quan vdi giai doan bénh. K&t luadn: HER2 duong tinh & 34,8% khi nhuém HMMD, 46,2% cac HER2 (2+) c6
khuéch dai gen. C6 mai lién quan gitta sy khuéch dai gen HER2 véi su bdc 16 protein HER2 va vdi phan nhdm
phéan tlr trong ung thu vi xam nhéap.

Tir khéa: Ung thu vi xdm nhdp, héa mé mién dich, d6 mé hoc, giai doan bénh, phdn nhém phdn ti ung
thw vu, lai tai chd gdn hai mau, DISH.

Abstract

HER2 STATUS AND RELATIONSHIP WITH PROGNOSTIC FACTORS
IN INVASIVE BREAST CARCINOMA
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Background: To select patients with targeted breast cancer therapy it's necessary to accurately determine
the status of HER2 gene amplification. Therefore, HER2 gene amplification should be determined by in situ
hybridization (ISH) for all of cases which HER2 positive (2+) by Immunohistochemistry (IHC) staining. Our
study aims to apply IHC and DISH to detect HER2 status and relationship with prognostic factors in breast
cancer. Subjects and research methods: Cross-sectional descriptive study; 92 patients were diagnosed
with invasive breast carcinoma at Hue University Hospital and Hue Central Hospital. IHC and DISH were
performed on the Benchmark machines (Ventana) of Roche Diagnostics. Molecular subtypes based on the
classification of Saint Gallen (2011). Results: Tumor was usually located in the right breast (53.3%); tumor
size > 2-5cm (46.7%); Invasive carcinoma not otherwise specified (73.9%); lymph node metastasis 59.8%,
histologic grade 2 (60.3%); disease stage 11 (51.1%). ER (+) 42.4%, PR (+) 41.3%, HER2 (+) 34.8%, Ki67 (+) 59.8%
of cases. The most common molecular subtype of breast cancer is Luminal B (28.3%). HER2 gene amplified
by DISH in HER2 (2+) 46.2%, HER2 (3+) by 100%. HER2 gene amplification is associated with HER2 protein
expression, molecular subtypes; There is no relationship with the disease stage. Conclusion: In addition to
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immunohistochemistry, gene amplification with DISH is useful for determining the status of the HER2 gene
and supporting the accurate grouping molecular subtypes of breast cancer and target therapy. 34.8% HER2
positive by IHC staining; HER2 gene amplified by DISH in 46.2% of HER2 (2+) cases. There are relationship
between the HER2 gene amplified and HER2 protein expression, molecular subtypes in invasive breast

carcinoma.

Key words: invasive breast cancer, immunohistochemistry, histologic grade, disease stage, molecular

subtypes, Dual In Situ Hybridization, DISH

1. DAT VAN DE

Ung thu vu (UTV) la loai ung thv thuwong gap
nhat va [a mét trong nhirng nguyén nhan chinh gy
tlr vong do ung thu & phu nit trén toan thé gidi va
& nudc ta. Hién nay, dya trén sy phat trién dét pha
cta sinh hoc phan tlr, phuwong phap diéu tri tring dich
(target therapy) da ra doi nhu la mot phuong phap hda
tri mdi trong diéu tri ung thu vi. P& lya chon bénh
nhan ung thu va diéu trj dich phan t& can phai xac
dinh chinh xac tinh trang khuéch dai gen HER2.
Céc truvdong hgp nhuém HMMD HER2 duong tinh
(3+) duogc coi la c6 khuéch dai gen, d6i véi nhitng
trwdong hop nhuém HMMD HER2 duwong tinh (2+)
duoc coi la nghi ngd thi cdn phai xdc dinh tinh
trang khuéch dai gen HER2 bang kj thuat lai tai
chd. Lai tai chd huynh quang (FISH) va lai tai chd
gan hai mau (DISH) déu duogc FDA cong nhan [a ki
thuat phat hién sy khuéch dai gen HER2, tuy nhién
DISH cé nhiéu wu diém vuwot trdi hon va gia thanh
ré hon. Ky thuat DISH |a mot ki thuat kha méi trén
thé gidi, & Viét Nam chi cé mdt nghién clru trén 67
trwdong hop ung thu vi tai Pai hoc Y Dwgc Thanh
phé H6 Chi Minh (2013) [6]. Ngoai ra, cho dén nay
tai Viét Nam c6 rat it cdc cong trinh khoa hoc lién
quan dén xac dinh sy khuéch dai gen HER2 bang
ky thuat ndy dwoc cdng bd. Véi muc dich rng dung
ky thuat mdi trong chan dodn bénh ung thu vu, gilup
lwa chon bénh nhan diéu trj trung dich va tim hiéu
mai lién quan véi mét s yéu té tién lwong bénh nhu
sy biéu 16 thu thé HER2, giai doan bénh, phan nhém
phan tir... ching t6i tién hanh dé tai nay nham hai
muc tiéu sau:

1. Xdc dinh cdc ddc diém gidi phéu bénh, sw biéu
16 thu thé HER2, khuéch dai gen HER2 va mét s6 yéu
té tién lwong trong ung thu biéu mé tuyén vi.

2. Khéo st méi lién quan gitka sw khuéch dai
gen HER2 vdi sy biéu 16 thy thé HER2, phdn nhém
phdn ti va giai doan bénh trong ung thu biéu mé
tuyén vu.

2.901 TUQNG VA PHUONG PHAP NGHIEN CU'U

2.1. Ddi twong nghién ciru

92 bénh nhan dugc chan doan 13 ung thu biéu
mo tuyén va dén diéu trj tai Bénh vién Trwdng Pai
hoc Y Dwoc Hué va Bénh vién Trung wong Hué tu
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thang 04 ndm 2016 dén thang 07 nam 2017.

Tiéu chudn chon bénh: Cé chan doan mé bénh
hoc sau phau thuat |a ung thu biéu mé tuyén vi xam
nhap.

Tiéu chudn logi trir: Ung thu biéu mé tuyén v
tai phat hodc d3 diéu tri trwdc dé.

2.2. Phuwong phap nghién ctru:

- Thiét ké nghién ciru: Nghién ctru mo ta cat
ngang

- Xét nghiém mé bénh hoc va héa mé mién dich:
DPuoc thye hién tai khoa Giai phau bénh, Bénh vién
Trwong Dai hoc Y Duge Hué va Bénh vién Trung
uwong Hué.

Nhuém manh mé bang phuong phap nhudm
Hematoxylin-Eosin. Phan loai md hoc, giai doan bénh
theo T8 chirc Y t&€ Thé gidi 2003. Phan d6 mé hoc
theo Scaff-Bloom-Richarson (SBR) cai bién.

Nhuém HMMD 4 dau an sinh hoc ER, PR, Ki-67
va HER2 thyc hién trén may Bench Mark, Ventana
dung bd kit phat hién mau Ultra ViewDAB cua
hang Roche. Banh gia su biéu 16 thu thé estrogen,
progesteron: dya theo tiéu chuan cla Allred va nha
san xuat dya trén 2 tiéu chuan la cuong do vaty 18 %
t€ bao u bat mau nhudm. Panh gia Ki-67 duong tinh
theo tiéu chuin cla Saint Gallen: <14%: thap, 214%:
cao. Danh gia biéu 16 HER2 theo tiéu chuin danh
gid ASCO/CAP 2013 nhu sau: 0 (dm tinh): Khong cé
phan &ng; 1+ (4m tinh): Nhudm mang nhat mau/
mot phan <10% t& bao u. 2+ (khéng rd rang): Nhuém
mang hoan toan tlr yéu dén vira >10% té bao u. IHC
3+ (dwong tinh): Bat mau dam hoan toan mang té
bao >10% té& bao u. HER2 dugc xac dinh la duong
tinh khi IHC 2+ va 3+.

- Phén nhém phén ti: Dya vao két qua 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 chd gan hai mau DISH: dung
bé kit INFORM HER2 Dual ISH ca hing Roche, déanh
gia HER2 bang DISH theo hudng dan cia ASCO/
CAP 2013: Tiéu ban duoc khao sat trén kinh hién vi
quang hoc, & cac vat kinh 20, 40, 60. Cac tiéu chuin
bt budc khi khdo sat mot tiéu ban DISH. 1. Cac tin
hiéu clia gen HER2, CEN17 (trung thé clia nhiém sac
thé 17) phai hién dién trén t& bao ndiching (t&€ bao
sgi, t€ bao ndi mé, lymphd bao). 2. Chi khao sat tin
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hiéu ban sao gen HER2 va tin hiéu CEN17 trén vling
t& bao ung thu xam 1an. 3. Nhudm nén phai duoc
phan biét rd véi cac tin hiéu. Xac dinh vung t& bao
ung thw xam I&n va dém s6 tin hiéu HER2, CEN17
cla 20 t& bao u. Tin hiéu HER2 c6 mau den nam
trong nhan, cé thé 13 tirng tin hiéu riéng I& hodc
tirng cum. D& xac dinh mdi cum 13 bao nhiéu tin hiéu
thuong 1a do ngudi khao sat uwéc lwgng khi so sanh
kich thwdc cdc cum véi céc tin hiéu riéng |é. Tin hiéu
CEN17 cé mau dé nam trong nhan.

3. KET QUA NGHIEN cU'u

Xac dinh ti 1é trung binh céng cta céc tin hiéu
HER2/CEN17 ctia mdi truong hop: Néu ti 1& HER2/
CEN17 < 1,8: Khéng khuéch dai gen HER2; Ti l&
HER2/CEN17 > 2,2: c6 khuéch dai gen HER2. Néu
1,8 <Tilé £2,2: d€m thém 20 té bao va danh gia ty
|& HER2/CEP17 cla 20 t& bao nay, néu van khong
thay d6i két qua thi xem xét I3p lai k§ thuat lai tai
chd [6].

- XU ly 6 liéu: S6 lieu duoc luu trir bing chuong
trinh Excel va xt ly bang SPSS 16.0

3.1. Cac dic diém gidi phau bénh, su biéu 16 thu thé HER2, khuéch dai gen HER2 va mdt s6 yéu t6 tién
lwong trong ung thw biéu mo tuyén vu

Bang 1. Phan b6 bénh theo nhom tudi

Nhém tudi n %
<30 1,1
30-39 9,8
40-49 22,8
50-59 34,8
>60 31,5
Téng cong 92 100
Bang 2. Tinh trang kinh nguyét
Tinh trang kinh nguyét n %
Con kinh 39,1
Man kinh 60,9
T6ng cong 100
Bang 3. K&t qua khao sat vi tri u
Vitriu n %
Trai 43 46,7
Phai 49 53,3
Tong cong 92 100
Bang 4. Dinh khu tén thuong u
Dinh khu n %
1/4 trén ngoai 43 46,7
1/4 trén trong 24 26,1
1/4 dudi ngoai 8 8,7
1/4 dudi trong 5,4
Vung trung tam 12 13,0
Tong cong 92 100
Bang 5. Kich thudc u
Kich thuécu n %
<2cm 16 17,4
>2-5cm 55 59,8
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>5cm 21 22,8
Tong cong 92 100,0
p < 0,001
Bang 6. Loai md hoc
Loai m6 hoc n %
UTBM tuyén tiét rung dau 2 2,2
UTBM thé tay 1 1,1
UTBM nhay 6 6,5
UTBM tiéu thuy xam nhap 9 9,8
UTBM dj san
6
6,5
ggfgﬂéfr;?éiém nhap khdng cé ghi 68 73,9
Téng cong 92 100
Bang 7. D6 md hoc
Do Mo hoc n %
bol 11,8
Dol 60,3
bolll 27,9
Téng cdng 100
Bang 8. Tinh trang di can hach néach
Di can hach nach n %
Chuwa di can 40,2
1-3 hach 37,0
Di can 4-9 hach 18,5
>9 hach 4,3
Tong cong 100
Bang 9. Giai doan bénh (pTNM)
Giai doan n %
I 12 13
i 1A 25 27,2
1B 22 23,9
" A 25 27,2
1B 8 8,6
Téng cdng 92 100
Bang 10. Su b6 16 cta thy thé ER va PR
ER PR
n % n %
Am tinh 53 57,6 54 58,7
Duong tinh 39 42,4 38 41,3
Tong céng 92 100 92 100
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Bang 11. Sy boc 16 clia HER2

Thu thé Her2 n % Téng cong
o 0 56 60,9
Am tinh 65,2
1+ 4 4,3
2+ 13 14,1
Duong tinh 34,8
3+ 19 20,7
Tong céng 92 100,0 100,0
Bang 12. Sy biéu hién Ki67
Ki67 n %
Thép 37 40,2
Cao 55 59,8
Tong cong 92 100
Bang 13. Phan nhom phan ti
Phan nhém phén ti n %
Long 8ng A 20 21,7
_ HER2(-) 21 22,9
Long 6ng B
HER2(+) 5 5,4
HER2 21 22,8
B6 ba am tinh 25 27,2
Tong cong 92 100
Bang 14. K&t qua khao sat sy khuéch dai gen HER2 bang k{y thuat DISH
DISH n %
Khoéng khuéch dai 67 72,8
Khuéch dai 25 27,2
Téng cdng 92 100

3.2. Méi lién quan giira sw khuéch dai gen HER2 v&i sw biéu 16 thu thé HER2, phan nhém phan tir va
giai doan bénh
Bang 15. Méi lién quan gitra khuéch dai gen HER2 vdi sy biéu 16 protein HER2

DISH Khong . . 2 "
khuéch dai Khuéch dai Tong cong
HMMD n % n % n %
Her2 (-) 60 65,2 0 0 60 65,2
Her2 (2+) 7 7,6 6 6,5 13 14,1
Her2 (3+) 0 0 19 20,7 19 20,7
Téng cdng 67 72,8 25 27,2 92 100
(p<0,001)
Bang 16. M4i lién quan gitta khuéch dai gen HER2 v&i phan nhém phan ti
DISH Khéng khuéch dai Khuéch dai
PNPT n % n %
Long 6ng A 20 21,7 0 0
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o HER2 () | 21 22,8 0 0
Long 6ng B
HER (+) 0 0 5,4
HER2 0 0 21 22,8
B6 ba am tinh 25 27,2 0 0
Tong cong 66 71,7 26 28,2
(p<0,001)
Bang 17. MGi lién quan giira khuéch dai gen HER2 vdi giai doan bénh
OB DISH Khéng khuéch dai Khuéch dai Tong cong
n % n % n %
| 10 10,9 2 2,2 12 13,0
1l 32 34,8 15 16,3 47 51,1
1] 25 27,2 8 8,7 33 35,9
Téng cdng 67 72,8 25 27,2 92 100
(p=0,48)

4. BAN LUAN

Tudi phat hién

Trong nghién cttu nay, bénh nhan mac bénh ung
thuw va tré nhat 13 29 tudi, bénh nhan I&n tudi nhat 1a
90 tudi. Tudi trung binh 13 55,43 + 13,12 tudi. Nhém
tudi méc bénh cao nhat 1a 50-59 tudi (34,8%) va 260
tudi (31,5%). Nhém tudi thudng gip trong nghién
clru nay phu hop vdi cac nghién clru trong nuwdc [4],
[71, [8], [12]. Tuy nhién, khi so sanh véi céc tac gia
nuwéc ngoai thi tudi phat hién bénh trung binh cé sy
khac biét tuy nghién ctru [9], [11].

Su khac biét nay cé thé dwoc gidi thich bi cac ly
do nhu ching toc, diéu kién kinh t& va trinh dd nhan
thire rat khac nhau gitra cac qudc gia, cac vung cling
nhu cdc mién trong cing mot nudc, van dé tdm soét
ung thu sém, s& lwong ¢& mau, dia diém va thoi
gian nghién ctru cta nhiéu tac gia cling nhu sy khac
biét v&é méi trudng, 16i séng, ddc diém sinh hoc khac
biét cta phu n¥ Viét Nam hoac do cac co ché sinh
ung thu chuyén biét khac.

Tinh trang kinh nguyét

S8 bénh nhan mac bénh ung thu vi d3 man kinh
chiém ty 1é cao hon (60,9%) so v&i s6 van con kinh
nguyét (39,1%). K&t qua nay ciing phu hop véi tac
gia Nguyén Van Cha (2015) [1].

K&t qua nay cé thé 1a do trong thoi ky man kinh
va tién man kinh, nguwdi phu nir thudng bi réi loan
noi tiét, dac biét 13 estrogen, gy kich thich 1&n cac
t& bao biéu mé tuyén v, gia ting nguy co ung thu
vU. Ngoai ra cac nghién ctru con cho thay céc typ
4c tinh (TNB-, TNB+, HER2) thuong gap & cac bénh
nhan tién man kinh hon so vai céc typ cd tién lugng
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tét hon nhu typ long &ng.

K&t qua khao sat vi tri va dinh khu khéi u

Vi tri t8n thwong thuwdng & vi phai (53,3%) nhiéu
hon vi trdi (46,7%), twong dong véi nghién cliru cla
Nguyén Thj Thanh Tam (2017), vi tri t6n thuong &
vl phai cling chiém da s6 (52,5%), tén thwong tai vi
tréi chi chiém 47,5% [4].

V& dinh khu khéi u: Nghién cru nay cho két qua
ung thu vi gdp & vi tri % trén ngoai 1a nhidu nhat
chiém ty 1é 46,7%; tiép dén |a % trén trong (26,1%);
vi tri % dudi trong va c6 ty 1é thap nhat 13 5,4%. Két
qua trong nghién clru nay twong tu vdi két qua cla
cac tac gia trong nudc [3],[4].

Cac k&t qua nghién cru déu cho thay ung thw vi
hay gdp nhat & vi tri % trén ngoai, c6 1& do & vi tri nay
cé mat do tuyén vu cao khéc céc vi tri khac khi kham.

Kich thwécu

Nghién ctru nay cho thay kich thuwdc u nhd nhat
do dwoc khi phau tich 13 1cm, 1én nhat 1a 12,5 cm.
Kich thudc u trung binh 13 4,0 + 2,164 cm. Cac khdi
u cd kich thwdc > 2 - 5cm chiém da s6 (59,8%);
tiép theo u cd kich thuwdc > 5cm (22,8%); thap nhat
la nhédm u < 2cm véi 17,4%. Két quad nay tuong
ddng vdi mdt s6 nghién clru trong va ngoai nwdc
[41,[81,[91,[12].

Mac du cac nghién ciru déu cho két qud u cé
kich thudc tir 2-5 cm chiém da s& nhung ty 1& & céc
nghién ctru trong nwdc cao hon nghién ciru & nuwdc
ngoai. Diéu nay da chirng minh duoc hiéu qua cla
chuwong trinh tam soét sém.

Kich thudc u cé y nghia quan trong dé danh gia
giai doan bénh, lién quan dén di cdn hach nach va
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I3 mét yéu td tién lugng doc 1ap quan trong. Kich
thwdc u nguyén phat cang |&n, nguy co di can hach
cang cao, dic biét 1a dé cho di cdn xa.

Loai m6 hoc

Ung thu biéu mé6 loai khdng cé ghi chd dic biét
chiém da s6 73,9%, sau d6 1a ung thu thé tiéu thuy
xam nhap chiém 9,8%; thap nhat 13 ung thu biéu md
vdi cac ddc diém tdy chi chiém 1,1%.

Ty |é tirng loai mé hoc 13 khac nhau gitra céc tac
gid, nhwng nhin chung cac nghién clru trén déu cho
mot két qua UTBM tuyén v thé dng xam nhép tic
13 ung thu biéu md 8ng xam nhap loai khéng cé ghi
chu dic biét (theo phan loai WHO 2013) chiém ty |&
cao nhét [4], [5], [7],[8], [12].

D6 mé hoc

Trong 68 trwdng hop UTBM 8ng xam nhap loai
khong cé ghi chd dac biét dwoc nghién clru, do Il
chiém ty I& cao nhat (60,3%).

Nhin chung, cac tac gia trong nudc déu dua ra
k&t qua 1a d& md hoc Il chiém da s6, phu hop vai két
qua cla nghién ctru nay [4], [7], [8], [12]. Tuy nhién,
theo cdc téc gid nwdc ngoai thi dd md hoc Ill chiém
da s6 [11], [61].

Diéu nay cé thé gidi thich Ia do sy khac biét vé
d&c tinh sinh hoc ciia nhdm bénh nhan dwoc nghién
cru va khi danh gia cdc yéu té trén tiéu ban cé suv
khac nhau do nhan dinh chl quan clia mdi ngudi vi
x8p dd nay thuong dwoc danh gid bang cach quan
sat trén kinh hién vi tiéu ban nhuém HE.

DU céch chia d6 nhu thé nao hodc déi tuong

nghién ciru khac nhau gilra céc tac gid khac nhau
nhung két qud nghién clru déu théng nhat, ty 1é
s6ng thém giam dan theo d6 m6 hoc tang dan vdi
sw khac biét rat cé y nghia. Tam quan trong cta do
mo hoc trong tién lwgng ung thuw vi da duoc xac
dinh va 1a thanh phan b3t budc trong chan doan giai
phau bénh.

Tinh trang di can hach nach

Trong nghién ctru nay, s6 lugng hach 18y duoc
nhiéu nhat sau phau tich 13 20 hach; s6 hach bj di
can nhiéu nhat a 13 hach. Cic bénh nhan ung thu
vU trong nghién clru nay cé ty |é di cdn hach nach
kha cao (58,8%). Cac truong hop di can tir 1-3 hach
chiém 37,0%.

Ty |& di cdn hach néch trong nghién cru cla toi
tuong tu k&t qua nghién clru cla cac tac gia trong
nudc [4], [7], [12]. Tuy nhién, ty 1& nay cao hon
nhiéu so vdi tac gid nwdc ngoai nhu Hage (2011)
(31%) [11]. Piéu nay cé thé duwoc giai thich qua viéc
tam soat phat hién ung thu v giai doan sém & cac
nudc Chau Au cé hiéu qua, trong khi bénh nhan &
Viét Nam dén kham thudng trong tinh trang bénh
d3 nang, kha nang di can hach cao.

Giai doan bénh sau phiu thuat

Giai doan Il chiém 51,1% trong dé giai doan IIA
chiém da s6 vdi 25 truong hop, chiém 27,2%. Giai
doan IlIA chiém ty |1& khad cao (27,2%). Giai doan
1B thap nhat, chiém 8,6%. Khéng cé giai doan IV.
K&t qua cla nghién ciru nay phu hop véi cac tac gia
trong nudc.

Tac gia N3m GDIlI
Nguyén Phtc Duy Quang [3] 2011 57,2%
bang Cong Thuan [7] 2016 51,0%
Nguyén Thj Thanh Tam [4] 2017 53,7%
Nguyén Thi Thuy Uyén [12] 2017 57,5%

Nhin chung cac nghién ctru déu cho két qua giai doan Il chiém da s6, tiép sau do la giai doan llIA, khéng cé
giai doan IV. Diéu nay chirng té hiéu qua chdm sdc y té ngay cang tang, dé 1a tin hiéu tét, cd y nghia rat I&n cho
diéu tri ung thuw vi. Nhitng bénh nhan giai doan |, Il ¢é thi gian s6ng thém khéng bénh kéo dai hon, it téi phat
hon sau diéu tri. Viéc xac dinh giai doan bénh va loai m6 hoc cé y nghia trong tién lwong dién bién |dm sang.

Suw bdc 16 thu thé ER, PR

ER, PR am tinh chiém [an lwot 57,6% va 58,7%. ER, PR duong tinh chiém lan lwot 42,4% va 41,3%. So sanh

V@i cac tac gia khac:

Tac gia N3m ER(+) (%) PR (+) (%)
Doan Thi Phuong Thao [5] 2012 60,4 39,6
Nguyé&n Thuy Linh [2] 2015 51,67 45,0
Engstrom [9] 2013 82,4 57,3
Nguyén Thi Thuy Uyén [12] 2017 51,7 42,9
Nguyén Thi Thanh Tam [4] 2017 47,5 47,5
Nghién ctru nay 2017 42,4 41,3
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Trong nghién cru nay, ty 1& ER va PR thap hon
trong céc nghién clru khac, tuy nhién van tuong
dong & chd ty 1é duwong tinh ER cao hon PR.

Viéc danh gid ER, PR gilp cho viéc tién lvgng
kha ndng dap rng diéu tri hormone liéu phap, vi vay
hién nay duoc thuc hién thwdng quy déi véi bénh
nhan cé chdn dodn md bénh hoc 13 ung thu va.

Su bdc 16 cia HER2

Trong 92 trwong hop thi cé 65,2% khéng biéu
hién gen HER2. Ty |é u dwong tinh v&i HER2 |a 34,8%
trong d6 dén 20,7% la boc 16 qua mirc (3+).

K&t qua nghién ctru clia chiing tdi cho ty |& duong
tinh v&i HER2 12 34,8% thap hon két qua nghién clru
cla cdc tac gid khac trong va ngoai nwdc [3],[4],[10],
[7],[11],[15].

Két qua bdc 16 HER2 giira cac tac gia co suw khac
biét nhu vay |a do thu thé HER2 1a mét loai protein
thudc mang t& bao nén dé bj bién tinh trong qua
trinh x{ Iy mau bénh pham va bj tac dong rat 1én bai
dung dich ¢& dinh, thoi gian ¢6 dinh. Mac khac, theo
ASCO thi ly do quan trong nhat cda su khac biét vé ti
1& biéu hién thu thé HER2 van |13 do déc tinh sinh hoc
cla cdng dong bénh nhan ung thuw v dugc nghién
ctru [5].

Tuy nhién, hién nay vin chua cé sy théng nhat
cach cho diém gitta cadc nha nghién ctru trong nudc
cling nhu nuwdc ngoai, vi vay viéc danh gid duong
tinh hay am tinh phai dugc xem xét can than, va
trong trudng hop khong nhan dinh duoc chic chan
& murc 2+ thi khuyén cdo nén lam k¥ thuat lai tai chd
(ISH) dé xac dinh cé khuéch dai gen hay khéng.

Sw biéu hién Ki67

Két qua cho thay Ki67 duwong tinh mirc d6 cao
chiém 59,8%.

Ty |é Ki67 1a khac nhau cho tirng mirc d6 & céac
nghién ctru nhung nhin chung ti 1& Ki67 duong tinh
murc do cao chiém da s6 [1], [4].

Chi s& phan bao Ki-67 tuwong quan thuan vdi tat
ca dic diém bénh hoc 1am sang nhu giai doan, di cdn
hach, kich thudc u va dd mé hoc. Chi s& phan bao
Ki-67 twong quan thuan, manh nhat vdi kich thudc
u, nhi*tng u vu cé chi s& phan bao cao thi kich thudc
khéi u thudng I6n hon [5]. Ty 1& Ki67 duong tinh
cang cao thi nguy co tai phat bénh cang Ién, thoi
gian s&ng cang ngan.

Ph3n nhém phén ti

K&t qua phan nhdm phan tlr ung thu vi dya trén
HMMD d8i v&i ER, PR, KI67 va su khuéch dai gen HER2
bang k§ thuat DISH cho thay phan nhém LB chiém ty lé
cao nhat 28,3%, tiép theo la phan nhém bd ba 4m tinh
chiémty | cao nhat 27,2%, thap nhat 1a phan nhém LA
chiémty 1& 21,7%.

Két qud ty 1& cdc phan nhém phan tl trong
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nghién clru nay cé khac biét so vdi nghién ctru khac
[9]. Tuy nhién da s& cac nghién ctru trén déu cho két
qua phan nhém chiém ty 1é cao nhat 13 phan nhém
lobng &ng B [2], [7].

Nhu vay, két qua phadn nhdm phan tir cha céc ng-
hién ctru 1a khac nhau, ngay ca khi 18y mau nghién
ciru & cung mot co s& y té. Chung t6i phat hién cé
s khac biét nay 1a do cach chon déi twong va c&
mau nghién ctru; cach danh gid ER, PR va HER2; cach
chon phan nhém phéan t& theo phan loai nao cua
trng nghién clru.

Qua do, chiing t6i nhan thay rang mac du HMMD
la céng cu hitu ich trong phan nhom phan tlr ung
thu vU; Tuy nhién, can phai sir dung nhiéu dau an
mién dich khac ngoai ER, PR, HER2 va st dung k¥
thuat lai tai chd dé xac dinh chinh xac tinh trang khu-
&ch dai gen HER2 ndi riéng va phan nhém phan tl
ung thu v ndi chung.

Két qua khao sat su khuéch dai gen HER2 bang
ky thuat DISH

Trong 92 trwvong hop lam DISH thi cé 25 trwong
hop khuéch dai, chiém 27,2%, 67 trwong hop khéng
khuéch dai chiém 72,8%. Trong d6 ty |& duong tinh
& nhédm ung thu vi c6 HER2(2+) |a 46,2%.

Nhin chung cé su khac nhau vé ty & khuéch dai
cla cdc tac gia ca trong va ngoai nuwdc [37],[52],[14].

Trong nghién ctru cla Vi Hong Thang [15], so
sanh ti |8 khuéch dai gen HER2 giita bénh nhan Viét
nam va Thuy Dién bang phuong phéap SISH (thuc
hién tai Thuy Dién) ciing cho thay sy khéc biét gitra
hai céng ddng nay va ti 1& twong (ng 13 41% va 13%.
Theo ASCO 2007, ti |& khuéch dai gen HER2 trong
ung thu va trong khodng 18-20%, tuy nhién trong
thuc té€ cac nghién ctru thi ti 1& c6 khuéch dai gen
HER2 ¢ thé khong nam trong gidi han nay. Diéu nay
6 thé khdng dinh thém tinh chat khac biét vé sinh
hoc té€ bao ung thu vu giita cac cdng ddng, ching tdc
duoc nghién ctru.

Ngoai ra, su khac biét nay 1a do c& mau, s6 lwong
mau cé HER2 (3+) trong nghién cttu, qua trinh thu
thap mau, bao quan mau. Theo Poan Thi Phuong
Thao (2013), nhitng mau khong duoc ¢ dinh t6t thi
kho cé thé dat két qua t6t m3c du thay d6i nhidu quy
trinh khac nhau [6].

MGi lién quan giira khuéch dai gen HER2 véi sy
biéu 16 protein HER2

Sy khuéch dai gen HER2 c6 médi lién quan vdi su
bi€u 16 protein HER2 (p<0,001). T4t cad céc trudng
hop HER2(3+) déu khuéch dai, chi€ém 20,7% trén
téng s trwdng hop chay DISH; tat ca cac truong
hop HER2 am tinh déu khdng khuéch dai; c6 6/13
trudng hop HER2 (2+) khuéch dai chiém 6,5% trén
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92 trudng hop; chiém 46,2% trén téng sb truong
HER(2+).

Két qud cla cadc nghién clru tuy c6 khac nhau
nhung nhin chung tat cd cac truong hop HER2 4m
tinh déu khéng khuéch dai, cac trwong hop HER2
(3+) thi khuéch dai gan nhu tuyét déi, con ty 16 HER2
(2+) khuéch dai tuy tirng tac gia [6], [37], [52].

Su khac nhau nay cé thé gidi thich dwoc Ia do
su khac nhau gilia cac nghién cttu vé c& mau, thoi
diém 1ay mau, cach xr ly mau mé, tinh chl quan cla
ngudi doc khi nhan dinh k&t qua cling nhw chuan
héa k§ thuat trong quy trinh chay miu. Do dé can
tuan thd theo huwéng dan cia ASCO/CAP khi khao
sat 1 tiéu ban DISH: 1. Cdc tin hiéu ctia gen HER2,
CEP17 phdi hién dién trén té bao ndi chirng; 2. Chi
khéo sdt tin hiéu HER2, CEP17 trén viing té bdo ung
thw xdm 1én; 3. Nhuém nén phdi dwoc phén biét ré
vdi cdc tin hiéu [6].

Ngoai ra trong k¥ thuat boc 16 thu thé HER2 bang
HMMD, chat lvong hda chat, sy dong bd clia may
mdc trang thiét bj cling &nh hudng dén két qua lai
tai cho.

5. KET LUAN

Qua nghién ctru 92 bénh nhan ung thu biéu mé
tuyén vu tai Bénh vién Trudng Pai hoc Y Dwoc Hué
va Bénh vién Trung uvong Hué, ching toi rat ra mot
s6 két luan sau:

1. Cac dic diém gidi phau bénh, sw biéu 16 thu

thé HER2, khuéch dai gen HER2 va mot s yéu t6
tién lvong

U thudng ndm & va phai (53,3%) tai vi tri % trén
ngoai. Kich thuwédc u thuwdng gap la > 2-5cm (46,7%).
Loai m6 hoc thudng gap 1a ung thv biéu mé thé
6ng xam nhap khdng cé ghi cha dic biét (73,9%),
di can hach 59,8%, d6 mo hoc Il (60,3%), giai doan
I1(51,1%).

Phan nhdom phan tlr ung thu vi xdm nhap chiém
da sé la phan nhom long éng B (28,3%) va bd ba am
tinh (27,2%).

Gen HER2 khuéch dai bang ky thuat DISH trong
nhom HER2 (2+) la 46,2% va trong nhém HER2 (3+)
la 100%.

2. Mai lién quan giita sw khuéch dai gen HER2
v&i s biéu 16 thu thé HER2, phan nhém phan tir va
giai doan bénh

Su khuéch dai gen HER2 c6 méi lién quan véi su
biéu 16 thu thé HER2 (p<0,001), phan nhém phan
tlr (p<0,001); khéng c6 mai lién quan vdi giai doan
bénh (p>0,05).

Bé&n canh héa m6 mién dich, ki thuat DISH |a hitu
ich dé xac dinh tinh trang khuéch dai gen HER2, hd
tro cho viéc phan nhém phan t& ung thw va chinh
xac va lua chon bénh nhan diéu trj dich.

L&’i cdm on: Bdi bdo nay ¢6 st dung két qué dé
tai khoa hoc va céng nghé cép Tinh dwoc ngdn sdch
nha nudc tinh Thira Thién Hué ddu tu.
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