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Muc tiéu: Nghién ctru tién hanh nham xac dinh ty 1é va mirc do boc 16 ER & UTV bang phuong phap
nhudém IHC thu cong so v6i nhudm may ty dong va nhan xét mot so yeu to anh hudng tdi chat lugng tiéu
ban nhuém IHC véi ER bang phuong phap tht cong so véi nhudm may tu dong tai Trung tdm Nghién
ctru va Phat hién soém ung thu nam 2022.

Phwong phap nghién ciru: Nghién ctru thyc nghiém trén 33 truong hop ung thu biéu mé tuyén vii va
c6 ket qua xét nghiém nhud¢m IHC véi dau an ER+ tai bénh vién K, co so I nam 2022.

Két qua: Nhuom THC bang may tu dong voi déu an ER c6 ty 1¢ duong tinh 1a 100% trong d6 dwong tinh
2(+) chiém ty 1& cao nhét v6i 51,5%, tiép dén la dwong tinh 3(+) va duong tinh 1(+) 1an luot 12 39,4% va 1a
9,1%. Trong khi d6, nhudm THC thi1 cong c6 ty 1¢ duong tinh 1a 97% trong d6 dwong tinh 2(+) ciing chiém
ty 16 cao nhét v6i 54,5%, tiép dén 1a duong tinh 3(+), duong tinh 1(+) va m tinh lan luot 14 36,4, 6,1 va 3%.
Do véy, muc d biéu hién cua dau 4n ER bang nhudém IHC thu cong yéu hon so véi nhuém may tw dong
v6i muc twong quan kha vé d6 twong hop gitra hai phuong phap (Cramer’s V= 0,967, p< 0,001).

K&t luan: Nhuom IHC bang may tu dong v6i dau 4n ER c6 ty 1& duong tinh cao, cuong do biéu hién
manh, va ty 1¢ tiéu ban dat chiém ty 1¢ cao hon so v6i nhudm thu cong.

Tir khoa: Ung thu v, Thu thé Estrogen; Hoa mo mién dich tw dong,; Hoa mo mién dich thi cong, Liéu
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PAT VAN PE

Ung thu va (UTV) 1a mét trong nhiing bénh
ung thu phd bién nhat duoc chan doan & ni
giGi trén thé gidi va tai Viét Nam, né 1a nguyén
nhan chinh gay tir vong & phu nir. UTV ¢6 thé
sang loc, phat hién som va tién lugng diéu trj
tdt néu duoc chan doan sém. Cho dén nay,
cac yéu td tién luong bao gdm 1) Yéu t6 kinh
dién (kich thuoc, typ mo hoc, @6 mo hoc, tinh
trang hach,...); 2) Yéu t6 hormone (thu thé
estrogen (ER), thé progesterone (PR)); 3) Yéu
t6 phat trién biéu mé6 HER-2/Neu (HER-2);
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va 4) Yéu t6 mirc d6 nhan chia Ki67, p53 )
(1). Pic biét, biéu hién ER 1a dau hiéu chinh
clia cac phan tng tiém ning véi liéu phap noi
tiét va khoang 70% truong hop UTV & ngudi
phu thudc va c6 duong tinh voi ER (2)and
approximately 70% of human breast cancers
(BCs. Vi vay, xét nghiém ER ¢6 vai tro quan
trong, dem lai cho ngudi bénh UTV co hdi 16n
trong diéu tri noi tiét. Cho dén nay, c6 nhiéu
phuong phap dugc sir dung dé xac dinh tinh
trang ER ¢ nguoi bénh UTV nhu xét nghiém
hoa sinh, xét nghiém hép thu mién dich lién
két men, héa moé mién dich (IHC). Trong do,
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IHC di duogc khang dinh nhu 1a phuong phap
tiéu chuan vang dé xét nghiém tinh trang ER &
nguoi bénh UTV (3). Tai Viét Nam, k¥ thuat
IHC da duoc g dung trong chan doan va tién
luong bénh UTV tir ndm 1995 (4). Dau nam
2013, mot sb khoa/phong GPB da duogc dau
tu trién khai thiét bi nhuém IHC tw dong nhu
Bénh vién K, Viét Btc, Bach Mai,... (5) Mac
du véy, hién nay con nhidu co s& y té van dang
trién khai nhuém IHC thu cong trong chan
doan va tién lugng bénh ma chua thé thay thé
bang thiét bi nhuom IHC ty dong do chi phi
dau tu ban dau cao. Pic biét, theo Poan Thi
Ngoc Thuy (2020) da chi ra ring c6 su khong
déng nhét vé mirc do biéu hién HER-2 & hai
phuong phéap (6). Trén thuc té, khi thuc hién
k¥ thuat nhuém IHC trong xac dinh tinh trang
ER ¢ nguoi bénh UTV da ghi nhan truong
hop c6 su khong twong dong vé két qua xac
dinh mac do biéu hién ER khi duoc nhuom
IHC bang phuong phap thii cong va tu dong
bang may. Pé danh gia vu nhugc diém cia hai
phuong phap nhuém IHC nay d tir d6 dua ra
cac khuyén cdo cho cac co so y té hién nay,
ching t6i tién hanh nghién ctru v6i hai muc
tiéu gom 1) Xac dinh ty 16 va mtc do boc 10
ER 6 UTV bang phuong phap nhuém IHC thi
cong so voi nhudm may tu dong; va 2) Nhan
xét mot s6 yéu to anh huong téi chét luong tidu
ban nhuém IHC v6i ER bang phuong phép thi
cong so voi tu dong bang may.

PHUONG PHAP NGHIEN CcUU

Phwong phap nghién ciru: Nghién curu thuc
nghiém.

Poi twong nghién ciru: 33 truong hop ung thu
biéu md tuyén via cia ngudi bénh UTV nguyén
phat va co két qua xét nghiém nhudém THC véi
d4u 4n ER+ tai bénh vién K, co s& I nam 2022.
Quy trinh chuin bi miu bénh phim: Liy
bénh phim — C6 dinh bénh pham — Chuyén
duc bénh pham — Cit va dan manh vao tiéu
ban.
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Quy trinh nhudém IHC thi cdng véi dau
an ER

Tay paraffin thuong quy. Rira nudc chay 5
phtt va ngam tiéu ban trong nudc cat.

Boc 16 khang nguyén bang ndi ap suit & 97°C
trong 15 phuat, st dung EnV FLEX target
retrieval solution.

V& vién bao quanh bénh pham bang but md.

Khir peroxydase ndi sinh bang H,0, 3% trong
10 phut. Rira va ngam trong dung dich TBS 3
lan, mbi lan 3 phut.

Phu 100uL khang thé 1 khang ER trong 30
phit. Ctr 10 phat lc tiéu ban mot lan. Rira va
ngdm tiéu ban trong TBS 3 lan, mdi 1an 3 pht.

Phu 100uL khang thé 2 gin peroxidase trong
30 phat. Rtra va ngam tiéu ban trong dung
dich TBS 3 lan, mdi 1an 3 phut.

Phu dung dich DAB (ty 1¢ pha loang 1:50)
trong 5 phut. Rira tiéu ban trong bé nude chay
trong 3 phut.

Nhudm nhan biang Hematoxylin trong 1 phut.
Gan lamen.

Quy trinh nhu¢m IHC ty dong bing may
Benchmark XT véi ddu 4n ER

Mo mdy: Sau d6 kéo mam chira tiéu ban ra dé cho
tiéu ban vao chuan bi chay may, sao cho nhan dan
tiéu ban hudng trung tim ctia mam chira tiéu ban.

Sau d6 an nit “Run” mdy xuat hién bang
Pre-Run Checklist rdi tich vao 6 “Reagents/
Reagent Tray loadel”, ‘“Reagents caps
removed”, “Number of Slides loadel”.

An “Start rum” may thuc hién quy trinh
nhudém IHC.

Két thiic quy trinh nhuém IHC bang may s& co
thong bao quy trinh nhuém hoan tit “Staining
module ran to completion”.

Gan lamen.
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Dénh gia tinh trang biéu hién cta dau 4n ER
theo tiéu chuén cta Allred dwa vao ty 1€ va
cuong do bat mau cua té bao u nhu sau (7):

Ty 1& (TL): 0-1 diém = 1/100; 2 diém = 1/10;
3 diém = 1/3; 4 diém = 2/3; va 5 diém = 1/1.

Cudng do (CP): 0 diém = am tinh; 1 diém =
yéu; 2 diém = vira; va 3 diém = manh.

Téng diém = TL + CD (Puoc xép tir 0 dén 8).
Phan tng dwong tinh khi tong diém >0.

Panh gi4 theo muc do biéu hién ER theo 4
mirc d6 (0, 1+, 2+, 3+). Trong d6, 0: Am tinh;
Duong tinh 1(+): Té bao u bat mau véi cudng
d6 yéu; Duong tinh 2(+): Té bao u bit mau véi
cuong do tir yéu dén vira; Duong tinh 3(+): Té
bao u bat mau hoan toan véi cuong do manh.

Panh gia chat lwrgng tiéu ban

Pat yéu cau: C6 ching duong, ching am, con
cdu triic nguyén ven, mau sac twong phan rd
rang, nén sach, nhan té bao bit mau xanh cua
Hematoxylin, cac thanh phan té bao dém nhu
té bao xo, mach mau, than kinh, t& bao viém
khong bat mau DAB, khong bi cac 16i co hoc
nhu bong, gap....

C6 thé chap nhan duoc: Co ching duong,
ching am, nhan t¢ bao bat mau xanh, bao
twong bat mau DAB nhe nhung van rd nét

mang té bao, cac thanh phan té bao dém do6i
chd bat mau nhe, c6 18i co hoc nhung khong
vao vung t¢€ bao u.

Khéng dat yéu cau: Khong danh gia dugc két
qua hodc tiéu ban bi 16i nhu bong, gép, rach,
xudc qua nhiéu. Nhuém nén cao khong danh
gia dugc (Cac té bao mo dém bt mau), té bao
biéu mé lanh dwong tinh, nhan té bao nat.

Phwong phap xir 1y s6 liéu

Xt 1y s liéu theo phuong phéap thong ké y
hoc, str dung phan mém SPSS 22.0.

KET QUA

Pic diém chung ciia nhém ngudi bénh ung
thw va

Theo két qua trinh bay tai Bang 1, vé nhom
tudi, nhom tudi tir 40-49 tudi chiém ty 1¢ cao
nhit (30,3%) va nhém tudi <40 chiém ty 18
thip nhét (12,1%); vé phan loai mé hoc, ung
thu biéu mo thé dng xam nhap (NOS) chiém
ty I¢ cao nhét (81,8%); vé d6 mo hoc, ung thu
do6 11 chiém ty 1¢ cao nhét (66,7%).
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Bang 1. Pic diém nhém nguoi bénh (n=33)

Pic diém S6 lwgng (n) Ty 18 (%)
Nhom tudi
< 40 (thap nhét 34) 4 12,1
40-49 10 30,3
50-59 27,3
60-69 8 242
70 (cao nhat 72) 6,1
Phéan loai mé hoc
Ong xam nhap (NOS) 27 81,8
Mit sang x4m nhap 2 6,1
Tiéu thiiy xAm nhap 2 6,1
khéac 2 6,1
Do mo hoc
I 0 0
1 22 66,7
111 11 33,3

Panh gia két qua nhudém héa mé mién dich
v6i d4u 4n ER bang may tw dong va thii cong

Theo két qua trinh bay tai Bang 2, c6 su khac
biét vé két qua nhudm IHC véi dau 4n ER bang
may tw dong so voi thi cong, cu thé ¢6 1 ca &

nhudm may la duong tinh 3(+) xudng duong tinh
2(+) 6 nhuom thu cong va 1 ca duong tinh 1(+) &
nhudm may xudng am tinh (0) & nhudém thi cong.
Cho nén, ty 16 ER duong tinh bang phuong phap
nhuém THC bang may tu dong cao hon so véi
nhudm thu cong, tuong tmg la 100% so véi 97%.

Bang 2. Két qua nhuuém héa mé mién dich véi diu 4n ER bing may tw dong va thi
cong (n=33)

Nhudm may

Nhudm thi cong

Mikc d9 biéu hién ER z — z P
) ’ SO ca Ty 1€ SO ca Ty 1€
Am tinh 0 0 1 3
1+ 3 9,1 2 6,1
) 2+ 17 51,5 18 54,5
Duwong tinh
3+ 13 39,4 12 36,4
Chung 33 100 32 97
Téng 33 100% 33 100%

Hon thé nita, theo két qua trinh bay tai Bang
3, hai phuong phap c6 su tuong quan kha, voi
Cramer’s V=0,967, p<0,001; dac biét co su
khac biét 1on trong nhom biéu hién ER am
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tinh (0) va duong tinh (1+), sy tuong hop cao
0 nhom ER duong tinh 2(+) va duong tinh
3(+), twong tng lan luot 1a (100% va 92,3%).
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Bang 3. Moi twong quan ciia mirc d§ biéu hién ER giira phwong phap nhuém héa méd
mién dich thii cong so véi tw dong bing may (n=33)

R May tu don
Mirc d biéu hién ER y w Cons _
1+ 2+ 3+ Tong
0 | 1
(33,3%) (3,0%)
2 2
] I+ (66,7%) (6,1%)
Thi cong
’ 17 1 18
(100%) (7,7%) (54,5%)
12 12
+
3 (92,3%) (36,4%)
Tén 3 17 13 33
g (100%) (100%) (100%) (100%)

Cramer’s V= 0.967 véi p< 0,001.

Yéu to6 anh huéng vé chit lwong tiéu ban
giira hai phwong phap nhudém héa md mién
dich bang may ty dong va thi cong

Theo két qua trinh bay tai Bang 4, c6 16i bong,
gap bang phuong phap nhuom IHC thu cong

cao hon nhudém may, lan lugt twong mg 1a
(39,4% so vdi 6,1%). Hon thé nita, chat luong
tiéu ban dat t6t cia nhuém IHC véi dau 4n ER
bang may ty dong cao hon nhudém thu cong,
tuong ung la 78,8% va 51,5% (Bang 5).

Bang 4. Ldi bong, gip giita nhuém héa mé mién dich bang may tw dong va thi cong

(n=33)
x. < Thi cong May tu dong
Loi bong, gap p
(n) (“0) () (“o)
Co 13 39,4 2 6,1
0,07
Khong 20 60,6 31 93,9

Bang 5. Poi chiéu chit lwgng tiéu ban giira hai phwong phap nhudém héa mé mién dich
bang thii cong va may tw dong (n=33)

K§ thuat Thii cong May tu dong
Ty 1& n % n % P
Tot 17 51,5 26 78,8
Dat < -
Chap nhan dwgc 16 48,5 7 21,2
~ 0,606
Khong dat 0 0 0 0
Téng 33 100 33 100
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BAN LUAN

Trong nghién ciru nay chung t6i thdy nhom
tudi tir 40-49 tudi chiém cao nhét 1a 30,3%, ty
1¢ ung thu biéu md tuyén thé dng xam nhap
(NOS) chiém ty 1& cao nhat 81,8%, d6 mé hoc
II chiém ty 1¢ cao nhit 14 66,7%. Két qua nay
cua chung t61 né1 chung phu hop, c6 sy khac
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biét nho so v&i nghién ciru ciia mot s6 cong
b6 (Bang 6). Sy khac biét nay vé nhom tudi
mic, ung thu biéu mo tuyén thé dng xAm nhap
va do mé hoc 11 ¢6 thé duoc giai thich b&i mot
s6 1y do nhu diéu kién kinh té khac nhau giira
céc ving mién, van dé tam soat ung thur som,
s6 lugng ¢ mau, dia diém va thoi gian tién
hanh nghién ctru ctia cac tac gia 1a khac nhau.

Bang 6. Thong tin tom lrge dic diém vé nhém tudi, ung thu biéu mod tuyén thé 6ng xam
nhap va do mo hoc (n=33)

Tac gia Nhém tudi chiém Ty I¢ ung thw biéu md tuyén Ty 1§ dd
ty 1€ cao nhat thé ong xAm nhap (NOS) mé hoc II
Doan Thi Ngoc Thuy (6) 40-49 tudi (36,4%) 82,7% 67,3%
Lé Pinh Roanh va cong su (8)  41-50 tudi (42%) 81,3% 80%
Ta Van To (1) 79% 71,4%
bang Cong Thuan (9) 50-59 tudi (39,6%) 82,3% 60,2%

40-49 tudi (33,3%)

Vé ty 18 biéu hién ER ciia hai phuong phap nhuém
[HC bang may tu dong va thi cong, voi nhudm
may tu dong, két qua nghién ciru ciia chung toi
cho ty 1¢ ER duong tinh la 100%; trong d6 duong
tinh (2+) chiém ty 1& cao nhét véi 51,5%, tiép
dén 1a duong tinh (3+), (1+) va am tinh 1an luot
la 39,4, 9,1, va 0%. V&i nhuom thu cong, ty 1¢
ER duong tinh 13 97% trong d6 duong tinh (2+)
chiém 54,5%, tiép dén 1a duong tinh (3+), (1+) va
am tinh lan luot 14 36,4, 6,1 va 3%. Nhu vay giita
hai phwong phap nhuém IHC bang may tu dong
va thu cong da c6 su khac biét vé ty 18 biéu hién
ER. Theo nghién ctru da duoc cong bd trude d6
cua tac gid Boan Thi Ngoc thiy khi danh gia mirc
do biéu hién HER-2 khi nhuém IHC bang thu
cong va may tu dong cling da chi ty I¢ duong tinh
HER-2 bang méy tu dong cao hon so véi thit cong
(6). Két qua nghién ciru nay ciing ciing giong va
twong tw nhu nghién ciru ctia chung t6i 1 ty 16 biéu
hién ER duong tinh bang may tu dong cao hon so
vai thu cong. Hon thé nira, vé mirc d biéu hién
ER cua hai phuong phap nhuom IHC bing may
tir dong va thii cong, két qua nghién ciia chiing toi
cho thiy nhém nhuém IHC véi ddu 4n ER duong
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tinh (3+) bang méy ty dong chiém 100% trong khi
chi ¢6 92,3% duong tinh (3+) va 7,7% duong tinh
(2+) khi nhudém thu cong. Két qua nay cho thiy
nhudm IHC bang phuong phéap thu cong cho mitc
d6 biéu hién ER yéu hon, song khong anh huéng
dén nhan dinh két qua néu chi danh gia ER duong
tinh hay am tinh. Mat khac, trong nhom nhuom
THC v6i ddu 4n ER bang may tw dong cho két qua
duong tinh 1(+), ¢6 66,7% nhudém thu cong ciing
cho két qua duong tinh 1(+) va 33,3% nhudm thu
cong cho két qua am tinh (0). Diéu nay cho thy
nhudm thu cong cho mirc do biéu hién ER yéu
hon so v&i nhuém may ty dong, 1am anh hudng
dén nhan dinh két qua nhuom IHC véi du 4n ER.
Vi md u duong tinh véi ER it nhdt 1% & bét ky
cuong do nao déu nhan dugc loi ich tr viée diéu
tri theo lidu phap néi tiét (10). Chinh vi vay, ddi
voi nhitng trudng hop nhudm IHC vé6i dan 4n ER
bang thi cong cho két qua 4m tinh thi cAn phai
kiém tra va khang dinh lai két qua nay bang may
tu dong.

Vé cac yéu to anh huong dén chét luong tiéu
ban giita nhuém ITHC bang may tw dong va thi
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cong nhu 16i bong, gip khi nhudm, ty 18 tiéu
ban nhudm bi 16i bong, gap khi nhudm tha cong
vé6i 39,6% cao hon nhiéu so véi nhudm may tur
dong voi 6,1%. Tuy nhién, véi p=0,007 nén sy
khac biét nay khong co ¥ nghia thong ké. Két
qua nghién ctu cua ching toi cling tuwong ty
nhu két qua nghién ctru da dugc cong bd trude
do cua tac gid Poan Thi Ngoc Thuy khi da chi
ra 16i bong, gap & nhuom ITHC bang thii cong
cao hon so véi may tu dong (6). Mac du vay,
diu nay co thé giai thich tai sao ty 18 15i bong,
gap khi nhuém THC bang phuong phap thii cong
cao nhiéu so véi may tu dong la vi do 16i co hoc
trong qué trinh nhudém thi1 cong nhu 16i trong
budc tay paraffin, budc rira manh hon va dung
cu hoa chat dung dé rira tiéu ban khong phu hop
dan dén ty 1¢ tiéu ban bi bong, gap cao hon &
nhudm thu cong so voi nhudm may ty dong.
Hon thé nita, ty 1€ tiéu ban nhudm dat tdt va co
thé chap nhan duoc & ca hai phuong phap IHC
bang may tu dong va thi cong déu dat 100%.
Tuy nhién ty 1¢ tiéu ban nhudm tot & phuong
phap nhudém bang may cao hon so v6i nhudm
thu cong (78,8% so véi 51,5%). P6i véi nhudm
tht cong chét luong nhuom phu thudc rat nhiéu
vao cac yéu td xung quanh tir hoa chét, sinh
pham, trang thiét bi cho tdi ki thuat vién déu
doi hoi su tron ven. Trong qua trinh nhudm, k¥
thuat vién phai ndm viing kién thirc vé nhuém
[HC dé kiém soat duoc tit ca cac yéu to anh
huong dén qua trinh ky thuat dé dam bao chat
lugng cua tiéu ban nhuém. Theo nghién ctru cua
Trautz va cs cho thdy phuong phap THC ty dong
cho két qua nhuém nhat quan hon so véi nhudém
thu cong (11). Do vay, vdi cac truong hop boc
16 am tinh v6i ddu 4n ER khi nhuém THC bang
phuong phap thii cong can dugc xac nhan va
thdm dinh lai bang may tu dong.

KET LUAN

Ty 1& ER duong tinh & nhuom ITHC bang thi
cong thap hon so v6i nhudém may (97% so véi
100%) va mirc do biéu hién ctua ER bang thu
cong yéu hon so véi nhudém may ty dong, dic
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biét mirc d6 biéu hién ER nhém am tinh (0) va
duong tinh (1+) c6 su khac biét 16n. Hon thé
nira, 16i bong, gép 0 nhudm IHC béng thu cong
cao hon nhiéu so véi may tu dong va ty 18 tiéu
ban dat chat luong tot khi nhuém véi ER bang
thi cong thap hon so v6i may tu dong.
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ABSTRACT

Objectives: Determine the rate and extent of ER expression in BC by manual THC staining
method compared with automatic machine staining; Comment on some factors affecting the
quality of manual IHC staining with ER compared to automatic machine staining. Subjects: 33
cases of BC and results of IHC test with ER+ marker at K1 hospital in 2022. Research method:
Experimental research. Results: With IHC staining by automatic machine, the positive rate is
100%, of which positive 2(+) accounts for the highest rate with 51.5%, then positive 3(+) and
positive 1(+) is 39.4 and 9.1%, respectively. With manual IHC staining, the positive rate is
97%, of which positive 2(+) also accounts for the highest rate with 54.5%, then positive 3(+),
positive 1(+) and negative (0) was 36.4, 6.1 and 3%, respectively. The expression level of ER in
manual [HC staining is weaker than in automatic machine staining. The degree of compatibility
between the two methods is quite correlated (Cramer’s V = 0.967 with p <0.001). Conclusion:
IHC staining with ER by automatic machine has a higher positive rate, stronger expression
intensity, and a higher percentage of good specimens than in manual IHC staining.

Keywords: Breast cancer, Estrogen receptor; Automated Immunohistochemistry;, Manual
Immunohistochemistry, Endocrine therapy.
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