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DAT VAN DE

Bénh tuyén v 1a mot trong nhirng bénh c¢6 ti 1& méc kha cao & phu
nir, trong d6, ung thu vi (UTV) thuéc nhom hang dau gy tr vong do
ung thu n6i chung & phu nir Viét Nam va thé giéi.

Nhiéu ky thudt sang loc phat hién bénh mét cach hi¢u qua hon
dugc ung dung vao thuc té da gitp cho vi€c phat hién bénh sém va diéu
tri hiéu qua, trong d6 két hop giita kham 1am sang va CHTBKN c6
huéng dan ctia siéu 4m 1a phwong phép c6 gia tri cao. Dic biét viéc ap
dung phan loai bénh tuyén vii theo hé thong phén loai quic té 5 tang
cang lam tang do tin cdy trong chan doan.

Ap dung phén d6 té bao hoc Robinson trong UTV da gitip cho viéc
lwa chon phuong phap diéu tri bd tro truée phau thuat cling nhu danh
gi4 lai d6 4c tinh cho nhiing trudng hop ung thu v tai phat sau diéu tri
dé hiéu chinh diéu tri cho phu hop hon.

Tai Viét Nam, hién van con it nghién ctru phét hién bénh tuyén va
bang phuong phép té bao hoc choc hit kim nho ¢é dp dung phéin dé té
bao hoc két hop kham 1am sang dé chan doan bénh va. Do vy, ching
t6i tién hanh nghién ciru dé tai nay tai Bénh vién Pai hoc Y Thai Binh
nhdm cac muc tiéu sau:

1. Xdc dinh ti 1é va ddc diém té bao hoc mét s6 bénh wii bang lam
sang va té bao hoc choc hit kim nhé ¢6 huwéng dan cia siéu am.

2. DBéi chiéu két qud té bao hoc choc hit kim nhé véi mé bénh hoc
sau phau thudt.

Nhitng déng gop méi ciia dé tai

Phan loai bénh tuyén v béng té bao hoc theo Hé théng phan loai 5
tang duoc xac nhan 4p dung va phd bién bai Chuong trinh Kiém tra vi
Qudc gia ciia Vwong qudc Anh (NHSBSP), Vién Ung thu Quéc gia ciia
My (NCI) va Pai hoc Bénh hoc Hoang gia Uc (RCPA) vdi tiéu chuin

hinh thai té bao trong chan doan t& bao hoc cic bénh tuyén vi chinh
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xac, ddc biét ton thuong ung thu vi. Tir d6 x4c dinh gia trj cia phuong
phép té bao hoc bénh v.

Phan d6 té bao ung thu vii theo thang diém ciia Robinson rat hitu
ich cho diéu trj va tién lugng co dbi chiéu v6i md bénh hoc sau phau
thuat, dac biét trong trudong hop ung thu tai phat.

B6 cuc ciia ludn 4n

Luan 4n gdm 121 trang, 22 bang, 17 biéu dd, 8 hinh, 8 anh va 138 tai
liéu tham khao trong d6 c6 121 tai liéu nudc ngoai. Phan dt van dé 2 trang,
tong quan tai liéu 33 trang, ddi tugng va phuong phap nghién ctru 13 trang,
két qua nghién ctru 34 trang, ban luan 36 trang, két ludn va kién nghi 3 trang.

CHUONG 1. TONG QUAN TAI LIEU

1.2. Chin do4n té bao hoc bénh tuyén vii

Té bao hoc choc hut béng kim nhé va 1an dau tién duoc Martin,
Erris va Stewart st dung vao nhiing nam 1930. Ngay nay té bao hoc
choc hiit bang kim nho da dwoc chimg minh 1a mot phuong phap chin
doan co gia tri va chinh xac ddi voi bénh v, duoc str dung rdng rai tai
cac co s¢ kham chita bénh. Loi ich ciia phuong phap nay 1a chan doan
chinh x4c, nhanh chong, ré tién, bénh nhan chap nhan d& dang va bién
chimg t6i thiéu hodc khong c6 bién ching. Nhiéu cong trinh nghién ctru
da dugc thyc hién dé danh gia gia tri cia phwong phap nay voi nhiing
két qua rat tich cuec.

Trong chén doan UTV, nhiéu cong trinh da chimg minh vai tro cua
CHTBKN nhu 14 mét bién phap hiru hiéu gitp cac nha phau thuat chan
doan trudc mo.

CHTBKN khé hiéu qua dbi véi ca nhimg truong hop ton thuong
khong so nin thiy, n6 dic biét chinh xac trong chan doan u 4c tinh mic
du hiéu qua théip hon c6 thé gap trong cac typ u tao nén mot mo dém sinh
xo (UTBM &ng nho, UTBM thily xdm nhap) hay trong UTBM 6ng tai
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chd khong trimg ca. Su khong nhét quan giita t& bao hoc nghi ngd va mo
hoc 4m tinh thuong gip hon ¢ cac tén thwong lanh tinh do sai sot trong
14y mau hodc phién db khong dat yéu cau. Tuy nhién khi phién do dat yéu
cau, CHTBKN gitp loai trir mot cach mot cach an toan cac ton thuong ac
tinh.

1.2.1. CHTBKN c6 hwéng dén siéu am trong chin dodn bénh vii

Dé giai quyét nhitng kho khan trong viéc 14y mau, choc hiit té bao
¢6 hinh anh hoc huéng dan da dugc thuc hién. Mot trong nhirg phuong
phap d6 1a sir dung siéu 4m din duong. Nhiéu nghién ctru da dugc thuc
hién va cho nhiing két qua kha quan. CHTBKN duéi hudng dan cia
siéu dm dugc danh gia 1a k¥ thuat c6 gia tri, dang tin cay trong chan
doan céac ton thwong vi khong so nin thdy ciia va. Ddng thoi déu khing
dinh day 1a mot phuong phap nhanh, ré, it thwong ton va chinh xéac, co
gia tri cao.

1.2.2. Gid tri cia CHTBKN so voi cac phwong phdp khdc

Nhiéu nghién ciru da tién hanh so sanh viéc st dung phuong phap
kham 1am sang, chup X quang vu, si€u am va té bao hoc choc hat kim
nho trong chan doan UTV. Cac tic gia cho rang do chinh xac cia té bao
hoc choc hut kim nho 1a dat yéu cau va chan doan két hop cho két qua
t6t ca voi u & giai doan sém vi két qua cia cac phuong phap nay bd
sung cho nhau.

Nghién ctru do chinh xac cua kham lam sang, CHTBKN va sinh
thiét bang kim Tru-cut cho thay khong c6 su khac nhau c6 ¥ nghia giita
té bao hoc choc hut bang kim nhé va sinh thiét bang kim. Sinh thiét kim
nong va CHTBKN trong chan doan bénh tuyén vi cho d6 nhay, gia tri
tién doan dwong tinh va ti 1& khong dat yéu cau nhu nhau. CHTBBKN
va sinh thiét 1i c6 thé bd sung cho nhau va cung cp mot phuong phap
¢6 do chinh xac cao, nhanh chong va hiéu qua chi phi trong viéc phan

loai bénh nhan.
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1.4.2. Phén logi té bao hoc bénh tuyén vii theo “H¢ thong phan tang”
dugc xéc nhan boi Chuong trinh Kiém tra vii Qudc gia ciia Vuong qudc
Anh (NHSBSP), Vién Ung thu Qubc gia My (NCI) va Bénh vién Dai
hoc Hoang gia Uc (RCPA

Theo phan loai nay, té bao hoc va duoc chia 1am 5 nhém: C1:
Phién d6 khong dat yéu cau; C2: Lanh tinh; C3: Khong dién hinh co thé
lanh tinh; C4: Nghi ngo 4c tinh va C5: Ac tinh.
1.5. Phin dj té bao hoc theo thang diém Robinson trong ung thw

biéu mo tuyén vu

Robinson TA va cac cong sy (1994) da dya vao 6 dic diém cua
phién dd té bao hoc, bao gdm sy phén ly cua té bao, kich thudc té bao,
hinh théi t& bao, hat nhan, mang nhan va chét nhiém sic dé xay dung 3
mirc d6 ton thuong (GI, GII, GIII). Két qua nghién ctru cho thdy ring phan
loai UTV trén té bao hoc 1a kha thi va tuong ing véi phan do moé hoc, co
thé thay thé cho d6 mé hoc, do d6, mot su két hop cua té bao hoc va chup
X quang v c6 thé cung cap thong tin vé loai khéi u va kich thudc trude khi
phau thuit. Cac tic gia khuyén cac nha gidi phau bénh nén sir dung hé
théng phan loai nay cho cac trung tdm trong chan doan UTV.

1.6. Phén loai mo hoc ung thw vi

Trong nhiéu thap ky qua, d c6 rat nhidu hé théng phéan loai mo
hoc UTV di duoc dua ra dwa vao dic diém hinh thai hoc cia méd
va/hodc té bao u. Phan loai md bénh hoc UTV dugc WHO dua ra 1an
dau tién ndm 1968, sau d6 duoc chinh sira va tai ban 1an 2 nam 1981.
Cho dén nim 2003, WHO tai ban 1an thir 3 va dugc ung dung rong rai
trong thuc hanh 1am sang trén toan thé gidi. Tuy nhién, phan loai nay
van con ¢6 mot sd nhuoc diém. Dé khic phuc nhitng nhugc diém do,
nam 2012 WHO da cép nhét nhiéu thé méi dua trén phan loai tai ban
lan thir 3 nam 2003. Day 1a phan loai méi nhat dang duoc ap dung rong

rii trong cdc co s& xét nghiém giai phau bénh.
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru: Gom 512 trudng hop kham bénh vi tai
Bénh vién Pai hoc Y Thai Binh trong thoi gian nghién ciru.
2.2. Thai gian: Tir thang 1/2014 dén thang 9/2016.
2.3. Phwong phap nghién ciru
2.3.1. Thiét ké nghién ciru

Thuc hién nghién ctru theo phwong phap nghién ctru mé ta, cit
ngang; dbi chiéu két qua té bao hoc v6i md bénh hoc sau phau thuat cho
nhirng trudng hop u vit dugce phau thuat.
2.3.2. Chon miu

Phwong phap chon mdu: Chon toan bo bénh nhan phu hop voi ti€u
chuan dbi twong nghién ctru.

C& mau: C& miu cho nghién curu xac dinh ti 1¢ mic u:

p(l-p)
n= Z<21_a/z)T

C& mau nghién ciru theo tinh toan 1a 483 dbi tugng. Lam tron 1€n,
¢& mau can diéu tra toi thiéu 1a 500. Thuyc té nghién ciru trén 512 d6i
tuong.

2.3.3. Cdc bién sé va chi sé nghién ciru

* Phan loai bénh tuyén vl theo Hé théng phéan loai 5 tﬁng duoc xac
nhan ap dung va phd bién rong rai boi Chuong trinh Kiém tra vii Qudc
gia ctia Vuong qudc Anh (NHSBSP, Vién Ung thu Quéc gia cia My
(NCT) va Pai hoc Bénh hoc Hoang gia Uc (RCPA):

C1: Phién do khéng théa ding

C2: Lanh tinh

C3: Khéng dién hinh cé thé la lanh tinh

C4: Nghi ngo ac tinh

C5: Ac tinh

* Phén dé té bao hoc

Ap dung phén d6 té bao hoc theo thang diém Robinson
2.3.3.4. Mé bénh hoc

St dung phan loai mé bénh hoc cua Tb chirc Y t& Thé gi6i ndm
2012 va phian d6 mé hoc theo hé théng phan loai Scarff-Bloom-
Richardson stra d6i d6i voi nhitng truong hop UTV.
2.3.4. Cac ky thudt swr dung trong nghién cvu

K7 thudt té bao choc hit kim nhé cé hiedng dan ciia siéu am.

Ky thudt mé bénh hoc
2.3.6. X Iy s liéu

S liéu duoc xir Iy bang phan mém SPSS 18.0. St dung céc test
thdng ké thudong ap dung trong y hoc, test x>, hé sb tuong quan xép
hang Spearman.

Xac dinh d6 dac hiéu, do nhay, gia tri tién doan duong tinh, gia tri
tién doan am tinh, ti 1€ am tinh gia (hoac duong tinh gia) cuia phuong
phép té bao hoc so vi md bénh hoc.

Chuong 3
KET QUA NGHIEN CUU

3.2. Ti 1& mdt s bénh 1y tuyén vii bing phuwong phap 1am sang két
hop choc hiit té bio bing kim nhé cé huéng din cia siéu Am
Bang 3.1. Ly do ngudi bénh dén kham bénh

Ly do kham bénh S6 lwong Tilé %
Dau tuyén va 276 53,9
Khéam suc khoe dinh ky 9 1,8
Tiét dich va 10 2,0
Tu s thdy khdi 6 vii 214 41,8
Ly do khac 3 0,6
Tong 512 100,0
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Ly do dau & tuyén va chiém 53,9%, tiép theo 14 tu s thay khéi &
v (41,8%), 2% tiét dich & nim vi; nhitng 1y do khac bao gdm: vi
khong can dbi, vii phat trién bét thuong... Ngoai ra, 1,8% truong hop
dugc phat hién nho kiém tra stc khoe dinh ky.

Bién dbi mau séc da -22
Co kéo da ‘ 10

Tuyén vu khong can déi - 90

Tén thuwong dang u ) 322
S& nén dau J 316
0 50 100 150 200 250 300 350

Biéu @6 3.1. Triéu chitng tham kham lam sang

Tén thuong dang u 1a 62,9%, dau khi so nim tuyén va 1a 61,7%;
¢6 17,8% truong hop tuyén vi khong can ddi; co kéo da va bién doi
mau séc da va chiém ti 16 rat thép.

Béng 3.2. VU ¢6 ton thuong trén 1am sang

Bang 3.3. Ton thuong dang u va trén 1dm sang

8

Pic diém SO lwong | Tilé %

Ya Trén - ngoai 166 50,2
Y4 Trén - trong 123 37,2

Vi tri ton thwong Vs Duéi - ngoai 26 7,9
Ya Dudi - trong 6 1,8

Quang- nim vu 10 3,0
S6 lugng u lu 313 97,2
: T 2 u tré 1én 9 2,8
Tron/ Bau duc 283 85,5

Hinh dang u GO ghe 31 9.4
Mang 17 5.1

<l cm 31 9.4

Kich thwée 1-2cm 242 73,1
>2cm 58 17,5

Ranh gioi RO 265 80,1
Khoéng rd 66 19,9
Cung 211 63,8
Mat do Mém 101 30,5
Khong déu 19 5,7
Di dong Co 269 81,3
: Khong 62 18,7
Hach nach kém theo o 3 0.9
’ Khoéng 319 99,1

Vii ¢6 ton thwong So lwgng Tilé %
V1 bén phai 197 38,5
V1 bén trai 123 24,0
Ca 2 bén vu 192 37,5

Tong 512 100

Tén thuong tai 1 bén va chiém da sd, trong d6 197 vii bén phai,
123 vu bén trai, twong Gng theo thtr ty vai ti 1€ 38,5% va 24,0%; 192
treong hop ton thuong ca 2 bén tuyén va, chiém 37,5%.

V& vi tri ton thwong: ton thuong dang u vii & vi tri Y trén- ngoai
chiém ti 18 50,2% va & vi tri Y trén-trong 1a 37,2%. Cac vi tri Y4 dudi-
ngoai, % dudi-trong va quang - nam vi chiém ti 1 thap.

S6 lwong u: 97,2% truong hop chi c¢6 1 tén thwong dang u; 9
truong hop (2,8%) c6 tir 2 tén thwong dang u.

Hinh dang u: 85,5% trudng hop u dang tron hodc bau duc. Nhiing
u c¢6 bé mit gd ghé hodc tao thanh mang chiém ti 18 thap.
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Kich thwée u: 9,4% u cé kich thudc <lecm. 73,1% truong hop u
c6 kich thudc tir 1- 2em; u >2cm chiém 17,5%.

Ranh giéi u: 80,1% ranh gidi 15, 19,9% khong 16 ranh gioi.

Mat d¢: 63,8% mét do ciing. Cac u c6 mét do mém 1a 30,5% va
5,7% u c6 mat do khong déu.

D6 di dong: 81,3% u di dong khi tham kham va 18,7% u khong di
dong.

Hach nach: 3 truong hop (0,9%) c6 hach nach kém theo.

Béng 3.4. Két qua chan doan té bao hoc

Ton thwong SO lwong | Tilé %
Phién d6 khong thoa dang (C1) 0 0
Viém cap tinh va ap xe 41 8,0
Xo nang tuyén 183 35,7
Lanh tinh (C2) | U nang lanh tinh 50 9,8
U xo tuyén lanh tinh 137 26,7
Chan doan khac * 43 8,4
Khong dién hinh c6 the 1a lanh tinh (C3) 0 0
Nghi ngo 4c tinh (C4) 5 1,0
Ac tinh (C5) 53 10,4
Tong 512 100,0

(*) Cdc chan dodn khdc bao gom nang can sita, viém tdc tuyén
stra, u X0, u mo, viém tiét dich lanh tinh...

C6 88,6% truong hop bénh vi lanh tinh, bao gdm: xo nang tuyén,
u X0 tuyén, u nang tuyén, viém cép tinh, 4p xe va cac bénh lanh tinh
khac (nang can sira, viém téc tuyén sira, viém tiét dich, u xo md); ¢
10,4% ung thu va (C5) va 1% nghi ngd ung thu va (C4).

3.3. Pic diém té bao hoc mdt s6 bénh 1y tuyén va
3.3.1. Pdc diém té bao hoc bénh vii lanh tinh (C2)
BPic diém té bao hoc viém va dp xe tuyén vii (n=41)
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Té bao biéu md tuyén cbé mit & tit ca cac truong hop. Cac té bao
nhan tran ludng cuc, BCONTT, DTB c6 & hau hét cac truong hop;
lympho, tuong bao, t& bao di sin vay c6 & trén 50% cac trudng hop.
Hoai tr thuong c6 ¢ cac truong hop co ap xe.

Ddc diém té bao hoc xo nang tuyén vii (n=183)

Té bao biéu mo thua thdt co o tit ca 183 truong hop. Tuong tu ddi
v6i cac té bao mdé dém nhan tran ludng cyc va lympho. BCDNTT, dai
thuc bao va cac té bao khac (té bao rung diu, md) gip trong mot sb
truong hop (tir 17,5 dén 34,4%).

Bic diém té bao hoc u nang lanh tinh (n=50)

C6 3 trudng hop khong thiy té bao biéu mo. Trong 47 trudng hop
¢6 té bao biéu mo, mét do té bao thua thdt, kich thude vira phai hodc
nho; nhén té bao nho, tron, déng dang; chét nhi®m sic min, hat nhan
nho, khong ro. Nén phién dd sach. PTB va lympho gap trong da s cac
truong hop. Cac té bao md dém, BCDNTT va cac té bao khac (té bao
bot, té bao tuyén tiét rung dau) chiém ti 1¢ thap.

Bdc diém té bao hoc u xo tuyén vii lanh tinh (n=137)

Mat do té bao vira phai hoac thua thot, té bao xép tao dam phéng,
kich thudc da s6 14 vira phai, mot s6 trudng hop kich thude nho; nhan té
bao tron, déng dang, kiém tinh; hat nhan nho, khong 10, chét nhiém sic
min. Céac té bao nhén trin, ludng cuc c6 & hau hét cic truong hop;
lympho xuat hién trong 62,8% trudng hop. BCDNTT, dai thuc bao va
tuyén tiét rung dau, gip trong mot s6 truong hop (tir 6,6 dén 18,2%).
3.3.2. Pic diém té bao hoc nghi ngo ung thw vii (C4, n=5)

Trong 5 truong hop nghi ngd ung thu, ¢6 1 trudng hop té bao biéu
md mat do cao, 03 truong hop xép chdong chét, tao dam 3D; té bao kich
thudc 16n gip trong 2 truong hop; nhan da hinh thai gép trong 1 truong
hop; chit nhiém sic dong von gip trong 2 truong hop, hat nhan 16n
trong 1 truong hop. Cac té bao nhén tran ludng cuc va lympho, dai thuc
bao gap trong 1-2 truong hop.

3.3.3. Ddc diém té bao hoc ung thw vii (C5, n=53)

* Piac diém té bao biéu mo tuyén va
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Té bao u kich thude 16n dung day dic, chong chat trén cac vi
truong nhung két dinh 1éng 1€o, roi rac; nén phién dd chira cac chat cin
hoai ttr, hiém théy té bao nhan tran ludng cuc. Nhan té bao 16, da hinh
thai (79,2%), mang nhan gb ghé&; hat nhan 16n (92,5%), chit nhiém sic
dong von. Cac té bao mo lién két gap trong 11,3%, té bao viém don va
da nhan xuat hién trong khoang tir 15,1% dén 35,8% cac truong hop;
Hoai tr té bao gap trong 9,4% céc truong hop.

3.3.4. Phéin dp té bao hoc ung thw biéu mé tuyén vii theo thang diém
ctia Robinson

Trong 05 trudng hop chin doan té bao hoc nghi ngd UTV (C4), ¢6
03 truong hgp mo bénh hoc cho két qua UTV, 02 truong hop 1a u xo
tuyén v lanh tinh. Nhu vay, co tong s6 56 truong hop dugc chan doan
ung thu biéu mo tuyén va. Phan tich d6 t& bao hoc ung thu biéu mo
tuyén va theo thang diém ciia Robinson véi 56 truong hop nay cho két
qua nhu sau:
3.3.4.1. Cham diém té bao hoc UTBM vii theo thang diém Robinson
Bang 3.5. Diém té bao hoc UTBM tuyén vu theo thang diém Robinson

Cox al 1 diém 2 diém 3 diém
Pac diem té bao u = % = % = %
Su phéan ly cia TB 4 7,1 25 44,6 27 48,2
Kich thudc té bao 6 10,7 47 83,9 3 54
Su dong nhat t€ bao 0 0,0 25 44,6 31 55,4
Hat nhan 2 3,6 45 80,4 9 16,1
Mang nhan 5 8,9 43 76,8 8 14,3
Chat nhiém sac 3 5,4 48 85,7 5 8,9

Dic diém su phan ly té bao: té bao sap xép thanh dam va rai rac
(44,6%) hodc don 1¢ (48,2%), c6 4 trudng hop (chiém 7,1%) tap trung
thanh dam.

Kich thudc té bao u chu yéu gap tir 3-4 1an duong kinh hdng cu
(47 truong hop chiém 83,9%), c6 10,7% gap 1-2 lan duong kinh hong cau
va 3 trudng hop gip 5 lan dudng kinh hdng cau.
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Céc té bao u thudng da hinh thai (55,4%) hodc twong ddi déu nhau
(44,6%). Khong co truong hop nao té bao don dang.

Vé dic diém hat nhan, c6 80,4% la twong ddi 13, 9 truong hop hat
nhan ndi bat hay da hinh thai; 3,6% hat nhan khong ro.

Mang nhan c6 nép gép gip trong 43 trudng hop (chiém 76,8%),
14,3% mang nhan 15i 16m hodc c6 khe, ¢6 5 trudng hop mang nhan binh
thuong.

Vé dic diém chat nhiém sic trong nhén té bao, da sb cac trudng
hop 14 ¢6 hat (85,7%), c¢6 5 trudng hop (8,9%) chét nhidm sic dong von
va 3 truong hop chét nhidm sic déu (5,4%).
3.3.4.2. Phdn dg té bao hoc UTBM vii theo thang diém Robinson

Theo phuong phép phan do Robinson, trong sd 56 trudng hop
UTV ¢6 9 trudng hop do 1 (chiém 16,1%), 31 truong hop do II (chiém
55,3%) va 16 truong hop d6 111 (28,6%).

3.4. Pdi chiéu két qua té bao hoc choc hut té bao bing kim nhé dwéi
hwéng din ciia siéu 4m v6i mé bénh hoc.
3.4.1. Két qua xét nghiém mé bénh hoc

Trong téng s6 512 ddi twong nghién ciru ¢6 251 trudng hop duoc
phau thuat va lam mé bénh hoc, két qua nhu sau:

Két qua mo bénh hoc cac u lanh tinh gdm chii yéu 13 u xo tuyén
(139 truong hop), tiép dén 1a u nang dich (19,1%), cac u lanh tinh khac
chiém ti 1¢ thap (3,2%). Trong 56 trudng hop ung thu biéu mé tuyén vu,
theo phan loai ciia T6 chic y té thé gidi nam 2012 c¢6 50 trudng hop
UTBM xam nhdp khoéng phaéi loai ddc biét va 6 truong hop 1a UTBM
tiéu thiy xAm nhap.

* B¢ mé hoc ciia ung thuw biéu mé tuyén vii

Trong 56 truong hop UTBM vu ¢6 32 trudng hop (57,1%) do 11,
17 truong hop do 111 (30,4%) va c6 7 trudng hop do I chiém 12,5%.
3.4.2. Déi chiéu két qua té bao hoc véi mé bénh hoc
3.4.2.1. Péi chiéu két qua phan do té bao hoc véi dg mé hoc
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Bang 3.6. Déi chiéu két qua phan do té bao hoc v6i do mo hoc

Phin dé Do mé hoc Tilé ohu | He sé ¢

S e TG GII Gip || ¢ Py Hesotuong
te bao hoc hop quan

n| % |n| % | n| %
GRI 6667 3 (333|000 66,7
GRIL 1132]29935| 1133 93,5 r=0,911
GRIII 0] 00|01 00 ]|16]|100| 100,0 (p<0,001)
Ti 1€ phu hgp chung 91,1

Trong 9 truong hop GRI ¢6 6 truong hop phu hop vai d6 mo hoc.
Tuong ty, 31 truong hop GRII thi ¢6 téi 29 truong hop phu hop véi d6
md hoc. Pic biét, ca 16 trudng hop GRIII déu phu hop véi dd mé hoc.

Ti 1¢ phit hop chung 1a 91,1%. Di véi cac khdi u do I, ti 1¢ phu
hop gitra t& bao hoc va mo hoc 1a 66,7%, trong khi khdi u do II 1a
93,5% va khdi u do I 1a 100%.

Hé sb tuong quan xép hang Spearman cho thdy c6 mdi twong quan
chit chg giita d6 té bao hoc va dd mé hoc (p <0,001).
3.4.2.2. DBéi chiéu gitra két qud té bao hoc va két qud mé bénh hoc

Bang 3.7. i chiéu giita két qua té bao hoc va mé bénh hoc.

Mo bénh hoc | _ So truomg | Tilg | Hesb
Lanh | Ung \ \
) hgp phu | phu twong
P tinh | thw
Té bao hoc hop hop quan
Lanh tinh 193 0 193 100
Nghi ngo ung thu 2 3 3 60,00 r=0,98
Ung thu 0 53 53 100 p<0,001
Ti 1€ phu hgp chung 249/251 99,2

C6 249/251 trudng hop chan doan té bao hoc phu hop v6i mé bénh
hoc, ti 1€ phu hgp chung 1a 99,2%.
Hé sb tuong quan xép hang Spearman cho thdy c6 mdi twong quan
chét ché gilrta chan doan té bao hoc va md bénh hoc (p<0,001).
Trong d6: S ca dwong tinh that: 56
S6 ca duong tinh gia: 2
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S6 ca am tinh that: 193
S6 ca am tinh gia: 0
Nhu vay, két qua cac gia tri ciia phuong phap té bao hoc choc hiit
kim nho trong chan doan UTV ciia nghién ctru ndy nhu sau:
Do nhay: 100%; Do dac hiéu: 98,97%; Gia tri tién doan duong:
96,55%; Gia tri tién doan am: 100%; Ti 1€ duong tinh gia: 0,8%; Ti 1¢
am tinh gia: 0%.

CHUONG 4. BAN LUAN

4.2. Ti 1é va dic diém té bao hoc mot s6 bénh Iy tuyén vi

4.2.1. Ti I¢ mjt s6 bénh tuyén vit bang phwong phdp lam sang két hop
choc hut té bao bt%ng kim nhé cé hwong déin ciia siéu am

4.2.1.1. Bdc diém lam sang

Vé 1y do kham bénh, dau & v 1a mot trong nhirg nguyén nhén
phd bién khién nguoi bénh lo ling va tim dén bac sy. Trong nghién ciru
nay, ¢6 53,9% truong hop ngudi bénh dén kham do nguyén nhan dau &
vi, tuy theo tirng loai bénh khac nhau, dau co thé 1a cép tinh hoac dau
theo chu ky kinh nguyét va kéo dai nhiéu thang. Tiép theo 1a do s thay
u v (214 truong hop, chiém 41,8%). Di tugng dén kham do bi tiét
dich nam vii 1a 2,0%, nhimg 1y do khac khién nguoi bénh dén kham 1a:
thdy vi khong can ddi, va phat trién bat thuong... Ngoai ra ¢6 1,8%
trurong hop phat hién bénh khi di kiém tra sirc khoe.

Céc triéu chirng khi tham kham 1am sang cling kha phu hop voi ly
do di kham bénh: dau khi so nén tuyén vii 1a phd bién, gdm 316 truong
hop (chiém 61,7%), triéu chimg kham thay ton thuong dang u gom 322
treong hop (chiém 62,9%). Dau hiéu tuyén va khong can ddi gap trong
90 trudng hop, cac truong hop co kéo da, bién d6i mau sic da, tham chi
¢6 dau hiéu viém loét thuong gip trong nhiing trudng hop bénh 4c tinh.

Tai bang 3.5 cho thiy da s6 cac truong hop chi c6 ton thuong tai 1
bén vu, trong d6 va bén phai 1a 197 truong hop, va bén trai 1a 123,
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tuong tng voi ti 18 38,5% va 24,0%. C6 192 truong hop ton thuong ca 2
bén tuyén va (chiém 37,5%). Thuc té voi nhitng trudng hop tén thuong
& ca hai bén vi, chung t6i nhan thay da s6 1 viém xo tuyén vii, nhiing
bénh khac thudng hiém khi c6 & ca hai bén vi.

Dic diém ton thuong dang u va: Dbi véi 331 t6n thuong dang u
trén 322 bénh nhan, cic dic diém ton thuong dugc mé ta trong bang
3.6. Theo d6 céc ton thwong dang u vii xuét hién nhiéu & ¥ trén ngoai
ctia tuyén va (chiém ti 1& 50,2%). Tiép dén 1a u & vi tri Y trén trong
(37,2%), céc vi tri khac déu chiém ti 1& thip. Nghién ctru ciing cho thay
da sb ngudi bénh déu chi co 1 u (97,2%), nhiing trudng hop ¢6 tir 2 u
tr 1én chiém ti 18 thap va u c6 thé chi ¢ 1 bén hodc ca 2 bén vi.

V& hinh dang u: Cac u hinh tron hoac bau duc trén 1am sang
thuong huéng dén nhimng ton thwong lanh tinh, thuong 1a u xo tuyén
hodc u nang dich, trong nghién ciru nay 1a 85,5%. Nhiing u c6 bé mat
g0 ghé hodc tao thanh mang chiém ti 18 thip, trén 1am sang thudng nghi
dén nhimg t6n thuong 4c tinh, tuy nhién van can phan biét voi nhimng
ton thuong dang viém hodc u lanh tinh khéc.

Kich thuéc u: U ¢6 kich thudce chit yéu 1a tir 1 dén 2 cm (73,1%),
tiép dén 1a cac u c6 kich thude 16n hon 2 cm (17,5%). Nhimng u ¢6 kich
thudc nho hon 1 cm chiém ti 18 thip (9,4%), day la nhiing ton thwong
khé so nin, khé cb dinh dé lam xét nghiém té bao hoc, dic biét 1a
nhitng u di dong dé, u & sau dudi mo vu.

Céc dic diém khac cta u trong nghién ctru déu kha phu hop vé ti
18, trong d6 nhing u c6 ranh gidi 15, u di dong dé va u c6 mat do cing
chiém ti 1& kha cao (80,1% va 63,8%), nguoc lai, nhitng u ranh gidi
khong 13, 16n nhon va u khong di dong chiém ti 1 thap hon.

C6 3 trudng hop c6 hach nach kém theo va déu 1a hach di can coa

nhitng u 4c tinh tuyén vi.
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4.2.1.2. Két qua xét nghiém té bao hoc dwéi hieong dan siéu am

Trong tong s6 512 dbi tuong dwoc kham 1am sang va xét nghiém
té bao hoc, ti 18 bénh v lanh tinh (C2) 1a chi yéu, trong d6 bénh xo
nang tuyén 1a cao nhét (35,7%), tiép dén 1a u xo tuyén lanh tinh
(26,7%). Cac ton thuong dang viém, 4p xe va u nang tuyén lanh tinh
chiém ti 1€ thép, ¢6 8,4% la cac chin doan khac bao gém nang cdn sira,
viém tic tuyén sita, hach viém phan ng, u m&. Tén thuong nghi ngd
ung thu (C4) 1a 1,0% va c6 10,4% trudng hop duge chan doan ung thu
v (C5). Két qua nay cia chung toi ciing twong ty nhu nghién ciru cia
cac tac gia khac.

Trong nghién ctru nay chung t6i di ap dung phan loai bénh tuyén
v theo Hé théng phan loai 5 tang, nhimg trudng hop CI (phién do
khong thoa dang) da dugc loai trir do cach 1dy mau trong nghién ctru cd
siéu am dan duong va c6 su két hop chit chg véi bac sy 1am sang. Déi
v6i 53 truong hop ung thu (C5) c6 day du cac tiéu chuan chan doan.
Riéng 05 truong hop nghi ngd ung thu (C4) c6 nhitng dic diém khong
dién hinh v& té bao hoc, ching t6i d cho 1dy méu lai dé chan doan,
tham chi da hen bénh nhan kham lai sau 5 dén 7 va déu cho két qua &
mirc nghi ngd ung thu do nhiing dic diém khong dién hinh cia té bao u,
mic du ¢6 nhing khuyén céo rang, néu phién d6 nghi ngd ac tinh ma c6 mat
d6 té bao cao thi viéc choc hiit lai chwa chéc da gitip ich cho chin doan gia.
4.2.2. Bic diém té bao hoc mét sé bénh Iy tuyén vii
4.2.2.1. Bdc diém té bao hoc viém va dp xe tuyén vii

Viém vi thuong biéu hién 12 mot tén thwong va s& thiy véi mirc
d6 khéac nhau cia dau, tdy do va gay kho chiu. Viém v cdp tinh thuong
gap & 1-3% truong hop phu nlt dang cho con bu. Trong nghién ctru cta
chung t6i cho thiy trén cac phién d mat do té bao biéu mo thuong 1a

vira phai hodc thua thét, chu yéu 13 cac t& bao biéu mé phan tng véi
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nhan tron, bao tuong rong. Cac té bao co biéu md, BCDNTT, dai thuc
bao ¢6 & hau hét cac truong hop, té bao lympho va cac té bao lién két
X0, mJ ¢6 & trén 50% cac trudng hop. Hoai tir xuat hién & cac trudng
hop ¢6 ap xe.
4.2.2.2. Ddc diém té bao hoc xo nang tuyén vii

Trén phién dd té bao hoc, mat do té bao biéu md thua thét, té bao
xép tao dam phang, kich thudc vira phai hodc nho; nhan té bao tron,
déng dang; chat nhiém sdc min, hat nhan nho, khong 10, cac té bao
thuong tao thanh dam moéng véi cdu trac nhu to ong, kém theo té bao
tuyén tiét rung dau véi té bao chat min, nhan tron, d6i khi voi hat nhan
nbi bat. Cac té bao md dém ting sinh & hau hét cac trudng hop voi nhan
tran, nho, hinh bau duc nhan ludng cuc voi nhiém sdc déng nhét, cum biéu
mb bi co 1ap hodc chong chéo, té bao lién két xo va lympho ¢6 & 100% cac
trudng hop, cac té bao lién két m& va cac té bao viém khac (BCDNTT, dai
thuc bao) gap trong mot s truong hop (tir 17,5 dén 34,4%).

4.2.2.3. Ddc diém té bao hoc u nang tuyén vii lanh tinh

Trong 50 truong hop u nang tuyén v, dich choc hut trong, mau
vang nhat, s6 luong tiy theo kich thudc u. Trén phién d6 co 3 truong
hop khong thay té bao biéu md, 47 truong hop con lai c6 té bao biéu mo
vo1 mat do té bao thua thot, té bao dtg roi rac, kich thude vira phai
hodc nho; nhan té bao tron, déng dang; chit nhiém sic min, hat nhan
nho, khong rd; ti 16 nhan/biao tuong vira phai. Pai thuc bao va té bao
lympho gip trong da sd cac trudng hop trong d6 co ca cac té bao bot.
Céc té bao khac chiém ti 18 thap. C6 03 truong hop c6 day vach nang
nhung khong c6 dau hiéu bt thuong trong qua trinh theo ddi.

4.2.2.4. Pac diém té bao hoc u xo tuyén Vil
Té bao biéu mo v6i mat do té bao vira phai hodc thua thét, té bao

xép tao dam phing, kich thudc da s6 1a vira phai, mot sd truong hop
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kich thudc nho; nhan té bao tron, déng dang, kiém tinh; chit nhi®m sic
min, manh, hat nhan nho, khong rd; Ti 1€ nhan/bao tuwong vira phai. Cac
té bao nhan trdn ludng cyuc cd & hau hét cac truong hop; lympho xuét
hién trong 62,8% cac truong hop; BCDNTT, dai thuc bao gip trong
mot sb trudng hop (tir 6,6 dén 18,2%).

4.2.2.5. Bdc diém té bao hoc triong hop nghi ung thie vii (C4)

Trong 05 truong hop duge chin doan nghi ngd UTV, mdi trudng
hop ¢6 nhitng ddc diém khac nhau, tuy nhién déu thé hién nhiing dic
diém khong dién hinh vé té bao hoc mic du c¢6 nhing dic diém biét
chic 1a 4c tinh nhung khong dii cac diéu kién dé chan doan. Trén té bao
hoc ¢6 thé hién thi mot sé dic diém éc tinh nhung lai khong cé cac té
bao 4c tinh thuc sy rd rang. C6 trudng hop trén té bao hoc nhin chung 1a
lanh tinh cung v6i nhiéu nhan tran va cac dam té bao dinh két nhau
nhung d6i khi c6 té bao mang dic diém éc tinh. Pic diém chung cua té
bao u trong nghién ctru ciia chung t6i 13 mat d6 té bao vira phai, té bao
xép tao dam phing hodc roi rac, kich thudc vira phai hodc 16n; nhan té
bao thuong tron, déng dang; chit nhi®m sic min hodc dam, tho, hat
nhan nho, khéng rd. Ngoai ra con ¢ nhitng t& bao viém don, da nhin
(gap trong 2-3 truong hop), cac té bao nhan trin ludng cuc, lympho va
dai thuc bao chi cé ¢ 1-2 truong hop.

4.2.2.6. Bdc diém té bao hoc ung thu vii (C5)

Trong 53 trudng hop dugc chan doan té bao hoc 1a UTV c6 dic
diém té bao u kich thudc 16n dung day dic, chong chét trén cac vi
truong nhung két dinh long 1éo, rdi rac; nén phién dd chira cac chat cin
hoai tir, hiém thdy té bao nhén tran ludng cuc. Nhan té bao 16n, da hinh
thai (79,2%), mang nhan gb ghé; hat nhan 16n (92,5%), chat nhiém sic
dong von. Cac té bao mo lién két gap trong 11,3%, té bao viém don va
da nhan xuét hién trong khoang tir 15,1% dén 35,8% cac trudng hop;
Hoai tir té bao gap trong 9,4% céc trudong hop.
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4.2.3. Ap dung phéin dp té bao hoc ung thw biéu mé tuyén vii theo
thang diém ciia Robinson

Theo thang diém ciia Robinson, cin ¢t 6 dic diém té bao u dé tinh
diém va chia d6 té bao hoc, bao gém su phan ly cta té bao; kich thudc
té bao; su déng nhéat té bao; hat nhan; mang nhan va chit nhiém séc. Vé
mét d6 té bao u, cac nghién ctru trude ddy cho thiy mat do té bao 1a mot
tiéu chi hitu ich dé danh gia mirc do bét thuong t& bao. Tuy nhién, mat
d6 té bao trén phién dd con phu thudc nhiéu vao nhidu yéu té nhu ky
thuat dan tiéu ban, tha thudt c6 lay trang mo u hay khong... Trong
nghién ctru nay, sy phan ly té bao biéu hién thuong gip 1a cac té bao
sap xép thanh dam va rai rac (44,6%) hodc chu yéu 1a don 1& (48,2%),
chi ¢6 4 trudng hop (chiém 7,1%) 1a tap trung thanh dam.

Trong nghién ctru nay, ching toi danh gia ba thanh phan cua té
bao mdt cach riéng biét: su déng nhét té bao, mang nhan va hinh thai
chat nhidm sic, ngoai ra con 3 thong s khac gdm sy phan ly té bao,
kich thuéc té bao c6 kém theo thai hat nhan hay khong. Trong 56
truong hop UTV, cin ctr thang diém cta Robinson, d6 té bao hoc tap
trung & d6 11 va d¢ 111 (55,3% va 28,6%), nhiing truong hgp dugc chan
doan som (d6 I) chiém ti 1& thip. Két qua nay ciing kha phu hop véi
nghién ciru ciia cac tac gia khac véi da sé 1a do 11
4.3. Pbi chiéu két qua choc hit té bao bang kim nhé dwéi huéng
din ciia siéu Am v6i mé bénh hoc.

4.3.1. Két qua xét nghiém mé bénh hoc

Trong 251 truong hop duge phiu thuat va lam mo bénh hoc, cac u
lanh tinh 1a chii yéu, gdm u xo tuyén (139 truong hop), u nang dich
(19,1%), céc u lanh tinh khac chiém ti 1& thip (3,2%). Trong 56 truong
hop ung thu biéu mé tuyén vi, theo phan loai ciia T6 chirc y té thé gidi
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nam 2012 c6 50 truong hop UTBM xam nhdp khong phai loai dac biét
va 6 truong hop 1a UTBM tiéu thity xAm nhép.

Vé d6 mé hoc ung thu biéu mé tuyén vii c6 7 trudng hop do I, 32
trwong hop d¢ 11 va 17 trueong hop d6 111

4.3.2. Déi chiéu két qua té bao hoc CHTBKN véi mé bénh hoc

Vé doi chiéu két qua phin dé té bao hoc véi dp mé hoc: Trong 9
truong hop d6 I vé té bao hoc ¢6 6 mau phu hop voi dd mé hoc. Tuong
tu, 31 truong hop té bao hoc do I thi ¢ tdi 29 truong hop phu hop voi
d6 mé hoc. Pang cha y 1a 16/16 (chiém 100%) trudng hop d6 III vé té
bao hoc da dugc mo bénh hoc xac nhan 1a nhitng ung thu kém biét hoa
(46 TIT vé md bénh hoc). Nhu véy chi ¢6 3 truong hop té bao hoc do I
va 2 truong hop do Il khong phu hop voi do mo hoc.

Két qua nghién ciru ctia chiing t6i cho théy ti 18 cao phu hop giira
chan doan té bao hoc so voi md bénh hoc. 51/56 (91,1%) truong hop
ung thu biéu tuyén va dugc phan do té bao hoc theo Robinson phi hop
v6i d6 md hoc theo Scarff Bloom Richardson stra d6i. Ddi véi cac khoi
u do 1, ti 18 phu hop giira té bao hoc va mé hoc 13 66,7%, trong khi khéi
u do I1 12 93,5% va khdi u do III 1a 100%. Hé sé twong quan xép hang
Spearman cho thdy c6 mdi twong quan chit ch& giira d6 té bao hoc va
d6 mé hoc (p <0,001). Két qua nay ciing kha phii hgp voi nhidu nghién
cliiu cua cac tac gia khac nhu Agarwal, Kareem N.M va Rahmatullah
N.S, Neelam Sood. Trong s 05 (8,93%) truong hop khong phu hop
giita té bao hoc va mé bénh hoc, 03 truong hop do I vé t& bao hoc
nhung m6 bénh hoc lai 1a typ biét hoa vura (GII) va 02 truong hop do 11
vé té bao hoc (dang biét hoa vira) nhung trén mé hoc ¢6 01 truong hop
1a typ biét hoa rd (GI) va 01 truong hop 1a typ kém biét hoa (GIII). Phan
tich thong ké thuc hién bang test X2 di cho thdy sy phu hop cao giita
phan do té bao hoc theo Robinson v6i dd mé hoc theo Scarff Bloom
Richardson stra doi (p<0.001).
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Vé dbi chiéu giita chin dodn té bao hoc va két qui mé bénh hoc:
Trong 251 truong hop ¢6 chan doan mé bénh hoc, ddi chiéu két qua té
bao hoc choc hut kim nhé véi mo bénh hoc ¢6 249/251 trudong hop chan
doan té bao hoc phu hop v6i mé bénh hoc, ti 1¢ phu hop chung la
99,2%. Hé sb tuong quan xép hang Spearman cho théy ¢6 moi tuong
quan chdt ché giira chan doan té bao hoc va mé bénh hoc (p<0,001).
Chan doan té bao hoc co6 do nhay: 100%; do dic hiéu: 98,9%; gia tri
tién doan duong: 94,7%; gia tri tién doan am: 100%; ti 1¢ duong tinh
gia: 0,9% va khong c6 trudng hop nao am tinh gia. Bi véi 05 trudong
hop nghi ngd ung thu trén té bao hoc, c6 03 truong hop cho két qua
duong tinh trén mo6 bénh hoc va 02 trudng hop am tinh. Theo phén loai
bénh tuyén va theo Hé théng phan loai 5 tang, cic truong hop nay thude
nhém C4 (nghi ngd 4c tinh). Day la nhimg truong hop c6 cac dic diém
khong dién hinh trén té bao hoc, dugce xac dinh gan nhu chic chan 1a
mdt ton thuong 4c tinh, mic di c¢6 nhimg 1y do khién cho khong du dé
chén do4n xac dinh.

Vao nhitng nim gan day két qua chan doan té bao hoc choc hit
kim nho khong dimg lai & mirc d6 tinh phéan trim diing sai so v6i chin
doan mé bénh hoc. Mot sb tac gia da ap dung thuat toan théng ké dé
tinh do nhay, d§ dac hiéu, do chinh xac va gia tri du bao duong tinh
ciia phuong phap nay. Két qua chin doan chinh xac phu thudc vao
timg nghién ciru nhung thuong dao dong tir 86-98%. Theo mot s6 nha
giai phau bénh hoc thi cac truong hop “nghi ngd” duge coi nhu la
duong tinh. Theo dé, s6 ca duong tinh trong nghién ctru cua chung toi
s& 1a 56. Nhu véy, két qua cac gia tri ciia phuong phap té bao hoc choc
hat kim nhé ¢6 hudng din cua siéu am trong chan doan UTV trong
nghién ciru nay xét vé do nhay, do dac hiéu, cac gia tri tién doan
duong, gia tri tién doan am la rét cao, nguoc lai ti 1€ duong tinh gia,

am tinh gia 1a rat thap.
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Bang 4.1. So sanh gia tri CHTBKN gitra cac tac gia

A
.. | po |poaic| Tien | Tien | Dwong |
Tac gia n , i i s tinh
nhay hiéu | doan (+) |doan (-)| tinh gia i

i
NC nay 100% | 98,97% | 96,55% | 100% 0,8% 0%

HX Nghiém | 100% | 99,4% | 97,4% 100% 0% 0,6%

Mulazim 98% 100% 97% 100%

Mizuno S * | 91% 93% 99% 67%

O’Neil * 97% 78% 92% 92% 6% 1,9%

Rubin M * | 86% 98% 97% 90% 13%

(*): choc hit kim nhé khéng cé hwéng dan siéu am

Gia tri phuong phap CHTBKN trong nghién ctru cua ching toi
tuong tu voi nhidu cong trinh nghién ctru cua cac tac gia Huynh Xuan
Nghiém, Mulazim, df“)ng thoi cling chinh xac hon phuong phap choc hut

kim nhé khong c6 hudng dan si€u am cua cac tac gia Mizuno S, O’Neil.

V6i két qua trén, cho phép st dung phuong phap té bao hoc choc
hat kim nhé c6 hudng dan cia siéu 4m nhu 1a mot phwong phap hiru
hiéu trong chan doan UTV. Do day la mot k¥ thuat don gian, d& thuc
hién, cho két qua nhanh chong, do chinh x4c cao va gia thanh thap nén
rét thich hop vé6i cac nuéc dang phat trién. Két qua nghién ctru cua
chiing t6i ciing cho thiy phwong phap nay gitp chan doan kha chinh xac
cac bénh 1y tuyén vaa va rat phi hop véi hoan canh thuc té tai Viét Nam

néi chung va Thai Binh noi riéng.
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KET LUAN

Nghién ctru trén 512 bénh nhan bénh tuyén va kham tai Bénh vién
Pai hoc Y Thai Binh bing phuong phap 14m sang két hop choc hut té
bao bang kim nhé ¢6 hudng dan siéu am, két qua nhu sau:

1. Pic diém té bao hoc va xac dinh ti 18 mdt sé bénh Iy tuyén vu.

88,6% truong hop bénh tuyén vii lanh tinh (C2), bao gdm: xo nang
tuyén (35,7%), u xo tuyén (26,7%), u nang tuyén (9,8%), viém cap tinh
va ap xe (8,0%) va 8,4% la cac bénh lanh tinh khac; 10,4% ung thu va
(C5) va 1% nghi ngo ung thu vua (C4).

Dic diém té bao hoc bénh va lanh tinh (C2): Té bao biéu mé tuyén
¢6 & hau hét cac truong hop (tir 94% dén 100%) v6i mat do vira phai
hodc thua thét, kich thudc nho hoac vira phai, nhan tron hoéc bau duc,
chét nhiém séc min, hat nhan nho hodc khong ro. Kém theo cac té bao
nhan tran ludng cuc, cac té bao viém.

Trudng hop nghi ngd ung thu (C4): bén canh nhing dic diém lanh
tinh, c6 mot sd t& bao mang dic diém t& bao ung thu: Té bao u day
deic/chéng chét, tao ddm 3D hodc roi rac, nhan da hinh thai, kich thuéc
16n, ting séc, cht nhiém sic dam tho, hat nhan 1on.

Trong ung thu biéu mé tuyén va (C5): té bao u dung day dic,
chdng chat (83,0%) két dinh 16ng 10, roi rac (79,2%) hoic tao dam 3D,
da hinh thai t& bao (90,6%); nhan da hinh thai (87,5%); chit nhiém sic
dam, tho (98.1%), hat nhan 16n (92.5%). Té bao nhan tran ludng cuc
hiém gap (rai rac & 11,3% céc truong hop). Kém theo cac té bao lién két
X0, té bao viém don va da nhan.

2. Pbi chiéu két qua té bao hoc choc hiit bing kim nhé ¢6 huéng
din cia siéu 4m véi md bénh hoc.

56 trudong hop ung thu vi duoc danh gia do t& bao hoc theo thang
diém Robison, gdbm 9 truong hop d6 1 (16,1%), 31 truong hop do 11
(55,3%) va 16 truong hop do IIT (28,6%). So vdi két qua phan do mo
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hoc theo hé théng phén d¢ Scarff Bloom Richardson stra doi, ti 16 phu
hop chung 14 91,1%; ti 1& phu hop dbi véi cac khdi u do 1 1a 66,7%, do
IT 12 93,5% va do IIT 1a 100%. Hé s6 tuong quan xép hang Spearman
cho théy c6 mbi twong quan chit ché gitra do té bao hoc va d6 mé hoc
v6i p<0,001.

249/251 trudng hop c6 chan doan té bao hoc phit hop véi mé bénh
hoc, ti 1& phii hop chung 13 99,2% (c6 mdi twong quan chit ché giita
chan doan t& bao hoc va md bénh hoc theo khdo sat cia hé sb
Spearman) (p<0,001). Chan doan té bao hoc c6 do nhay: 100%; d6 dic
hi€u: 98,9%; gia tri tién doan duong: 94,7%; gia tri tién doan am:
100%; ti 1€ duong tinh gid: 0,9% va ti 1¢ am tinh gia 1a 0%.

KIEN NGHI

1. Ung dung k¥ thuat t& bao hoc choc hiit kim nhé ¢6 hudng dan
siéu 4m tai cac co s& kham chira bénh c6 thé gitp nguoi dan duoc tiép
can viéc chan doan, phat hién bénh tuyén va duogc thuan tién, kip thoi.

2. C6 thé ap dung phuong phap phan do té bao hoc theo thang
diém ciia Robinson trong danh gia cac ton thuong UTV thay cho d6 mo
hoc trong mot s6 trudng hop khong thé tién hanh dugc xét nghiém mo
bénh hoc.
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INTRODUCTION

Breast disease is one of the diseases with a high incidence in
women, of which breast cancer is the leading cause of death in general
in women in Vietnam and in the world.

More effective screening techniques have been applied in practice
to help early detection and treatment, in which the combination of
clinical examination and ultrasound-guided fine needle aspiration
cytology (FNAC) is a high value method. In particular, the application
of the classification of breast diseases under "Five-category system" for
reporting categories breast FNAC increases the reliability of the
diagnosis.

The application of Robinson cytology in breast cancer has enabled
the choice of preoperative treatment as well as reevaluation of the
malignancy for recurrent breast cancer cases after treatment to correct
the treatment more appropriately.

In Vietnam, there has been still little research on the detection of
mammary gland by fine needle aspiration cytology with the application
of cytological grading combining with clinical examination to diagnose
breast disease. Therefore, we conducted this research at Thai Binh
Medical University Hospital with the following objectives:

1. To determine cytological rates and characteristics of some
breast diseases by clinical and fine-needle aspiration under ultrasound
guidance.

2. To collate the FNAC results with histopathology results after
surgery.

New contributions of the dissertation

This is the research related to cytology, using a international
classification "Five-category system" with cell morphology for accurate
cytological diagnosis of breast disease, particularly for breast cancer in
order to bring out the value of breast FNAC.
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Determination of Robinson's grading scale is very useful for
treatment and prognosis of the comparison with postoperative
histopathology, particularly in cases of recurrent cancer.

Layout of the dissertation

The dissertation consists of 121 pages: 22 tables, 17 graphs and 138
references including 121 English documents. 02-page introduction, 33-
page overview, 13 pages for subjects and methodology of study 34
pages for research results, 36 page discussion, 3 pages for conclusion
and recommendations.

CHAPTER 1. LITERATURE REVIEW

1.3. Cytological diagnosis of breast diseases

Fine needle aspiration cytology (FNAC)was first used by Martin,
Erris and Stewart in the 1930s. Today, FNAC has been proven to be a
valuable and accurate diagnostic tool for breast disease, which is widely
used in medical facilities. The benefits of this method are accurate fast
and inexpensive diagnosis, easy to be accepted by patients and giving
minimal or no complications. Numerous studies have been conducted to
evaluate the validity of this method with very positive results.

In the diagnosis of breast cancer, many studies have demonstrated
the role of FNAC as an effective method to help surgeons have
preoperative diagnosis.

FNAC is rather effective for cases of impalpable lesions, which is
particularly accurate in the diagnosis of malignant tumors, although lower
efficacy may be observed in the types of tumors that make up a fibrous
tissue (tubular carcinoma; invasive lobular carcinoma) or in ductal
carcinoma in situ. The inconsistencies between suspicious cytology and
negative histology are more common in benign lesions due to errors in
sampling or unsatisfactory smears. However, once the smear is
satisfactory, the FNAC safely removes malignant lesions.
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12.1. Ultrasound guided fine-needle aspiration cytology of breast lesions

In order to solve the difficulty of sampling, cell suction with
guided imagery was performed. One of those methods was the use of
ultrasound guidance. Many researches have been done with positive
results. FNAC is considered to be a valuable, reliable technique for the
diagnosis of impalpable breast lesions. At the same time, it is claimed
that this is a quick, low-cost, accurate and high-value method with little
damage.

1.2.2. Value of FNAC compared to other methods

Various studies have compared the use of clinical examination,
mammography, ultrasonography and FNAC in breast cancer diagnosis.
The authors argued that the accuracy of FNAC was satisfactory and that
combination diagnostics yield good results for even early tumors as the
results of these methods complement each other.

The study of the accuracy of clinical examination, FNAC and Tru-

cut needle biopsy revealed no significant difference between FNAC and
needle biopsy. Needle core biopsy and FNAC for the diagnosis of
mammary disease give the same sensitivity, predictive value and
unsatisfactory rate. FNAC and needle core biopsy may complement
each other and provide a highly accurate, rapid and cost-effective
method for classifying patients.
1.4.2. "Five-category system" for reporting categories breast FNAC is
confirmed by UK National Health Service Breast Screening Program
(NHSBSP), National Cancer Institute of American (NCI) and Royal
College of Pathologists of Australasia (RCPA)

According to this classification, breast cancer is divided into 5
groups: Cl. Inadequate; C2.Benign; C3. Atypia probably benign;
C4. Suspicious of malignancy; C5. Malignant.

1.5. Robinson’s cytological grading on aspirates of breast carcinoma

Robinson TA et al. (1994) relied on six cytoplasm features,
including cell dissociation, cell size, cell morphology, nucleus, nuclear
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membrane and chromatin. to build 3 levels of vulnerability (GI, GII,
GIII). The results of the study showed that breast cancer classification
on cytology is feasible and corresponds to histological gradation, which
can replace histology, so a combination of cytology and mammograms
can provide information about the type of tumor and size before
surgery. The authors recommend that pathologists should use this
classification system for medical centers in breast cancer diagnosis.

1.6. Histologic classification of breast cancer

Over the past several decades, numerous histological classification
systems of breast cancer have been developed based on morphological
characteristics of tissue and/or tumor cells. Histopathological
classification for breast cancer was first launched in 1968 by WHO,
then was revised and republished the 2™ time in 1981. Until 2003,
WHO published the 3rd edition which has been widely used in clinical
practice worldwide. However, this classification still has some
drawbacks. In order to overcome these drawbacks, WHO updated many
new forms based on the third edition of the 2003 edition. This is the
latest classification that is being widely applied in pathological

examination facilities.

CHAPTER 2
SUBJECTS AND METHODOLOGY

2.3. Research subjects: 512 cases of breast examination at Thai Binh
Medical University Hospital during the study duration.
2.4. Research duration: From January 2014 to September 2016.
2.4. Research Methodology
2.3.1. Research design
The study was carried out according to the descriptive research
method, cross section; comparing cytology results with histopathology.
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2.3.2. Sampling method

Sampling method: Select all patients that match the criteria of the
study subjects.

Sample size: We used the following formula to calculate the
sample size for the study:

n= 72 p(d-p)
(1-a/2) d 2

After calculating, the study sample size was 483 subjects so
sample size needed to investigate was a minimum of 500 subjects. In
fact, we have conducted research on 512 subjects.
2.3.3. Variables and research indicators

* Classification of mammary gland according to the "Five-category
system" has been validated and widely adopted by the UK National
Health Service Breast Screening Program (NHSBSP), National Cancer
Institute of American (NCI) and Royal College of Pathologists of
Australasia (RCPA):

Cl. Inadequate

C2. Benign

C3. Atypia probably benign

C4. Suspicious of malignancy

C5. Malignant

* Cytological grading

Robinson's grading scale was applied
2.3.3.4. Histopathology

World Health Organization histopathology classification in 2012
and histological grading according to the Scarff-Bloom-Richardson
classification system for breast cancer were used.
2.3.4. Techniques applied in the study

Ultrasound-guided fine-needle aspiration cytology.

Histopathological techniques
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2.3.6. Data analysis

Data were processed using SPSS 18.0 software. The statistical
tests commonly used in medicine, test y’, Spearman correlation
coefficient were also used.

Determination of specificity, sensitivity, positive predictive value,
negative predictive value, false negative rate (or false positive) of
cytologic against histopathology were also used.

CHAPTER 3
RESEARCH RESULTS

3.2. The incidence of some mammary gland diseases by clinical method
combined with ultrasound-guided fine-needle aspiration cytology

Table 3.8. Reasons for patients’ medical examination visits

Reason for examination No Percentage %
Breast pain/tenderness 276 53.9
Periodic medical examination 9 1.8
Nipple discharge 10 2.0
Palpable mass in the breast 214 41.8
Other reasons 3 0.6

Total 512 100.0

Breast tenderness accounted for 53.9%, followed by breast palpation
mass (41.8%), 2% patients had discharge in the nipple; Other reasons
include: uneven breast, abnormal breast growth, etc. In addition, 1.8% of
cases are diagnosed through periodic medical check-ups
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Figure 3.2. Symptoms of clinical examination

The percentage of patients with tumor lesions was 62.9%, with
breast pain was 61.7%; 17.8% of cases of breast architectural distortion;
dimple skin and changing the skin color of the breast is very low.

Table 3.9. Breast with clinical lesions

Breast lesions No Percentage %
Right breast 197 38.5
Left breast 123 24.0
Both breasts 192 37.5
Total 512 100

Patients with breast lesions were the majority, with 197 patients
with right breast and 123 with left breast, accounting for 38.5% and
24.0%, respectively. 192 cases with lesions on both sides of the
mammary gland, accounting for 37.5%
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Table 3.10. Breast with lump lesions in clinical

Characteristics No |Percentage
Vaupper (superior) — outer (lateral) 166 50.2
Lump Yaupper (superior) - inner (medial) 123 372
. Vi lower (inferior) - outer (lateral) 26 79
position Va lower (inferior) - inner (medial) 6 1.8
Central portion (Subareolar) - Nipple 10 3.0
Number of 1 lump 313 97.2
lumps 2 lumps and over 9 2.8
Round/Oval 283 85.5
Lump shape Rough 31 94
Lobulated 17 51
<l cm 31 9.4
Lump size 1-2cm 242 73.1
>2cm 58 17.5
Lump Clear 265 80.1
boundary Unclear 66 19.9
Hard 211 63.8
Lump e ctuant 101 | 305
composition
Rubbery 19 5.7
Moveable Yes 269 81.3
lump No 62 18.7
Lump with | Yes 3 0.9
axillary No 319 99.1
lymph nodes

Lump position: Cases with lump lesions at % upper (superior) —
outer (lateral) accounted for 50.2% and those at %4 upper (superior) -
inner (medial) was 37.2%. These other for low percentages.

Number of Lumps: 97.2% of cases had only one lump; 9 cases
(2.8%) had two lumps or more.
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Lump shape: 85.5% of cases had round or oval lumps. The rough
or lobulated lumps accounted for low percentages.

Lump size: 9.4% of the lumps was <lcm. 73.1% was 1-2 cm in
size; lumps > 2cm accounted for 17.5%

Lump boundary: 80.1% of lumps had clear boundary, 19.9% had
unidentified boundary.

Lump composition: 63.8% had hard composition. The fluctuant
and rubbery lumps were 30.5% and 5.7%, respectively.

Moveable lump: 81.3% of lumps were moveable when examined
and 18.7% of lumps were not.

Lump with axillary lymph nodes: 3 cases (0.9%) with axillary
lymph node attached.

Table 3.11. Results of cytology diagnosis

Lumps No | Percentage
Inadequate (C1) 0 0
Acute inflammation and Abscess | 41 8.0
Adenomas 183 35.7
Benign (C2) | Benign cysts 50 9.8
Fibroadenoma 137 26.7
Other diagnoses * 43 8.4
Atypia probably benign (C3) 0 0
Suspicious of malignancy (C4) 5 1.0
Malignant (C5) 53 104
Total 512 100.0

(*) Other diagnoses include milk follicles, mastitis, fibroids,
lipoma, benign discharge inflammation etc.

88.6% of cases of benign breast disease, including: Adenomas,
Fibroadenoma, acute inflammation, abscess and other benign diseases
(milk follicles, mastitis, fibroids, fat lumps); 10.4% had breast cancer
(C5) and 1% suspicious of breast cancer (C4)
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3.3. Cytological characteristics of some mammary gland diseases
Characteristics of mammary inflammation and abscess (n = 41)
Gland epithelial cells presented in all cases. Bipolar mitochondrial

cells, neutrophils, macrophages are available in most cases;

lymphocytes, platelets, squamous dysplasia cells are present in more
than 50% of cases. Necrosis is common in cases of abscess.

Cytological characteristics of cystic fibrosis (n = 183)

All 183 cases had sparse epithelial cells; sparse dipolar capillary cells
and lymphocytes. Nephrotoxicity, macrophages and other cells (head loss
cells and fat cells) were present in some cases (from 17.5 to 34.4%).

Cytological characteristics of benign cysts (n=50)

There are three cases where epithelial cells are absent. 47 cases
had epithelial cells with sparse cell composition, moderate or small size
epithelial cells; small, round and homogeneous cell cores, fine
chromatin, small and unclear cores. Clean smear background.
Macrophages and lymphocytes appeared in the majority of cases.
Sturdy cells, neutrophils, and other cells (foam cells, glandular cells)
accounted for low percentage.

Cytological characteristics of benign breast fibroadenoma
(n=137)

Cell composition was moderate or sparse, cells forming flat sheets,
moderate size cells, some small size cells, round nucleus, isomorphic,
alkaline, small and unclear cores, and fine chromatin. Connective tissue
(bare, bipolar) cells are present in most cases; Lymphocytes occur in
62.8% of cases. Neutrophils, macrophages and thrombocytopenia were
present in some cases (from 6.6 to 18.2%).

3.3.2. Cytological characteristics of suspected breast cancer (C4)

In 5 cases of suspected cancer, there was one case of high
composition epithelial cells, 03 cases of stacking, 3D formation; Large
size cells were encountered in two cases; polymorphism occured in one
case; Cryopreservation in two cases, large nucleus in one case. Bipolar
and lymphoid mucosal cells, macrophages were rare, in 1-2 cases.
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3.3.3. Cytological characteristics of breast carcinoma (C5, n=53)

* Characteristics of mammary epithelial cells

Large size tumor cells are dense and piled on the field but bound
loosely and discretely; smear backgrounds contain necrosis residues
while Dbipolar cells are sparse. Large, polymorphic (79.2%)
polymorphism nucleus, rugged nucleus; large nuclei (92.5%),
cryoprecipitate. Connected tissue cells were found in 11.3%, monocytes
and polychaetes occurred in 15.1% to 35.8% of cases; Cell necrosis
occurs in 9.4% of cases.
3.3.4. Cytological grading of breast carcinoma according to Robinson
grading system

In 05 cases of cytological diagnosis of suspicious of breast cancer
(C4), 03 cases had histopathology results of breast cancer, 02 cases of
benign fibroadenoma. Thus, a total of 56 cases were diagnosed with
breast carcinoma. Analysis of the mammary epithelial cell carcinoma
on the Robinson grading system with 56 cases resulted in the
followings:
3.3.4.1. Cytology points of breast carcinoma according to Robinson
grading system

Table 3.12. Cytological points of breast carcinoma according to
Robinson grading system (n=56)

1 point 2 points 3 points

n % n % n %

7.1 25 (446 | 27 | 482
10.7 | 47 | 839 | 3 54
0.0 | 25 | 446 | 31 | 554
36 | 45 | 804 | 9 | 1l6.1
89 | 43 | 768 | 8 14.3
54 | 48 | 8.7 | 5 8.9

Tumor cell characteristics

Cell dissociation

Cell size

Cell uniformity

Nucleolus

Nuclear margin

Wl N O N B

Nuclear chromatin
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Characteristics of cell dissociation: pluripotent and scattered
(44.6%) or single (48.2%), with four cases (7.1%) are concentrated on
clusters.

The size of the tumor cells was 3-4 times the diameter of
erythrocytes (47 cases accounted for 83.9%), 10.7% was 1-2 times the
diameter of erythrocytes and 3 cases was 5 times the diameter of
erythrocytes.

The tumor cells are usually polymorphic (55.4%) or relatively
even (44.6%). There is no single cell case.
3.3.4.2. Cytology grading of breast carcinoma according to Robinson
grading system

According to the Robinson Grading System, in 56 cases of breast
cancer, 9 cases of Grade I (16.1%), 31 cases of Grade II (55.3%) and 16
cases of Grade III (28, 6%).

3.4. Collating results of ultrasound-guided fine-needle aspiration
cytology with histopathology.
3.4.1. Histopathological results

In the total of 512 subjects, 251 cases were operated and had
histopathological examinations, results were as follows:

Histopathological results of benign tumors were mainly fibrotic
(139 cases), followed by cysts (19.1%), other benign tumors (3.2%). In
56 cases of breast carcinoma, according to the WHO classification in
2012, there were 50 cases of non-specific epithelial invasive cancer and
6 cases of invasive lobular carcinoma.

* Histology of breast carcinoma

In 56 cases of breast carcinoma, there were 32 cases (57.1%) of
Grade 11, 17 cases of Grade III (30.4%) and 7 cases of Grade I with 12.5%.
3.4.2. Collating results of cytology with histopathology
3.4.2.1. Collating results of cytological with histological grades
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Table 3.13. Collating results of cytological with histological grades

Cvtolosical Histological grade C ¢ibl C lati
ytologica Gl GII GIIT ompatible orre a. ion
grade 5 percentage coefficient
nf % [n| % [n| %
GRI 6]66.7| 3 1333/ 0 (0.0 66.7
GRII 113.21(29(93.5| 1 (3.3 93.5 r=0.911
GRIII 0]/0.0|0]0.0{16(100 100.0 (p<0.001)
Overall correlation rate 91.1

6 cases out of 9 cases of GRI had appropriate histological grades.

Similarly, 29 cases out of 31 cases of GRII had appropriate histological
grades. Particularly, all 16 cases of GRIII had appropriate histological

grades.

The overall correlation rate was 91.1%. For Grade I tumors, the

correlation grade of cytology and histology was 66.7%, while in grade II
tumors it was 93.5% and grade III tumors was 100%.

Spearman correlation coefficients showed a strong correlation
between cytology and histology (p <0.001).

3.4.2.2. Collation between cytological and histopathological results

Table 3.14. Collation between cytological and histopathological results.

istopathology
Number of . .
. . . Appropriate | Correlation
Benign | Malignant | appropriate .
cases percentage | coefficients
Cytology
Benign 193 0 193 100
Suspici f 3 60.00
USPICIOUS 0 ) 3 098
malignant
0.001
Malignant 0 53 53 100 p=
General 249/251 99.2
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249 out of 251 cases had cytological correlated to histological
diagnosis, the overall correlation rate was 99.2%.

Spearman correlation coefficients show a strong correlation
between cytological and histological diagnoses (p<0.001).

Of which: Number of positive cases: 56, Number of false positive
cases: 2, Number of negative case cases: 193, Number of false negative
cases: 0.

Thus, the results of FNAC in the diagnosis of breast cancer were
as follows: Sensitivity: 100%; Specificity: 98.97%; Positive predictive
value: 96.55%; Negative predictive value: 100%; Rate of false
positives: 0.8%; False negative rate: 0%.

CHAPTER 4. DISCUSSIONS

4.2. Cytological rate and characteristics of some mammary gland
diseases
4.2.1. Rate of some mammary gland diseases by ultrasound-guided
fine-needle aspiration cytology
4.2.1.1. Clinical characteristics
Regarding reasons for patients’ medical examination visits, breast
pain is one of the most common causes of anxiety in patients. In this
study, 53.9% of patients came to see the doctor due to the pain in their
breast. Depending on the type of disease, pain can be acute or painful
according to the menstrual cycle and lasts for many months. Followed
by palpable breast mass (214 cases, accounting for 41.8%). Subjects who
visited doctors due to the nipple discharge accounted for 2.0%, other
reasons were: uneven breast, abnormal breast growth, etc. In addition,
1.8% of cases are diagnosed through periodic medical check-ups.
Symptoms of clinical examination were quite consistent with the
reasons for the medical visit: pain in the palpation of the mammary

gland is common with 316 cases (accounting for 61.7%); lump lesions
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in breast was found in 322 cases (62.9%). Breast architectural distortion
was found in 90 cases; cases with dimple breast skin, change in breast
skin color and even ulcers were common in malignant cases.

Table 3.5 shows that the majority of cases had only one breast
lesion, of which the right breast was in 197 cases, the left breast was in
123 cases, corresponding to 38.5% and 24.0%. 192 cases had lesions on
both sides of the mammary gland (37.5%). In fact, for cases of lesions
on both sides of the breast, we found that most are fibrosis, other
diseases are rarely present on both sides of the breast.

Characteristics of breast lumps: For 331 lumps of 322 patients, the
lesion characteristics are described in Table 3.6. Accordingly, breast
lump lesions appear at %4 upper (superior) — outer (lateral) (50.2%) and
those at %4 upper (superior) - inner (medial) was 37.2%. Lumps in other
positions accounted for low percentage. The study also found that the
majority of patients had only one lump (97.2%), cases with 2 lumps or
more accounted for a low rate and lumps may be on one side or both
sides of the breast.

Regarding the shape of lumps: Round or ovarian lumps were
mostly benign lesions, usually fibrosis or cysts, which accounted for
85.5% in this study. The rough or lobulated lumps accounted for low
percentages, which were often malignent lesions in clinical. However,
they should be distinguished from other inflammatory or benign lesions.

Lump size: the most common lump size was from 1 to 2 cm
(73.1%), followed by lumps of over 2 cm (17.5%). Lumps with 1 cm
size accounted for low percentage with 9.4%, which were difficult to
palpate, difficult to take cytology tests, especially easily moveable
lumps and lumps deep in the breast tissue.

Other characteristics of the lumps in the study were fairly consistent
in the rate in which lumps with clear boundaries, moveable lumps and

lumps with hard composition had relatively high proportion (80.1% and
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63.8%); in contrast, lumps with unclear boundaries, uneven and non-
mobile lumps accounted for lower rates.

3 cases (0.9%) had axillary lymph node attached which were
metastatic nodules of malignant mammary gland.
4.2.1.2. Results of cytology testing under ultrasound guidance

Of the total of 512 subjects undergoing clinical examination and
cytology tests, the incidence of benign breast disease (C2) was the most
common, in which cystic fibrosis was the highest (35.7%), followed by
benign fibroadenoma (26.7%). Inflammation, abscesses and benign
cysts had low incidences, 8.4% had other diagnoses including lobules
cysts, blocked ducts, inflammatory reaction, fatty lumps. The malignant
suspected lesions (C4) accounted for 1.0% and 10.4% was diagnosed
with breast cancer (C5). This result is similar to that of other authors

In this study, we applied the classification of mammary gland
under the 5-tier classification system, cases of C1 (inadequate smears)
were excluded due to the sampling selection in the study was guided by
ultrasound and has a close association with the clinician. For 53
malignant cases of cancer (C5), they have full of diagnostic criteria.
Five cases suspicious of cancer (C4) have atypical features of cytology,
we have sampled again to diagnose, we even appointed patients to have
a re-examination after 5 to 7 days and all of them gave suspected results
of cancer due to atypical features of tumor cells. Although it is
suggested that if the malignant segment has a high cell composition,
aspiration may not be useful for false diagnosis.
4.2.2. Cytological characteristics of some mammary gland diseases
4.2.2.1. Cytological characteristics of inflammation and breast abscesses

Mastitis usually manifests as a palpable breast lesion with various
degrees of pain, redness and discomfort. Acute mastitis is common in 1-3%
of breastfeeding women. Our study showed that on smears, epithelial cell

composition was generally moderate or sparse, mainly epithelial cells that
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responded to rounded, broad cytoplasm. Epithelial muscle cells, neutrofils
and macrophages are present in most cases, lymphocytes and fat and
fibroblast cells are present in more than 50% of cases. Necrosis occurs in
cases of abscess.
4.2.2.2. Cytological characteristics of mammary cystic fibrosis

In the cytological smear, epithelial cell composition is sparse, smooth,
cells forming flat clusters, moderate or small sized cells; round nucleus,
isoform; smooth chromatin, small and unknown nucleus, normal cells
formed thin clusters with honeycomb structures, accompanied by glandular
cells secretion falls off with the smooth cytoplasm, round nucleus and
sometimes with prominent nuclei. Proliferative tissue cells in most cases
have small oval bare nuclei, bipolar nuclei with homogeneous chromatin,
isolated or or overlapping clusters, fibrosis and lymphocytes are present in
100% cases, adipocytes and other inflammatory cells (nephrotoxicity,
macrophages) were found in some cases (from 17.5 to 34.4%)).
4.2.2.3. Cytological characteristics of benign cysts

In 50 cases with breast cysts, solution are clear and light yellow,
the number of cysts depend on the size of the tumor. On the smears of 3
cases, the epithelial cells were absent while on the remaining 47 cases,
there were epithelial cells with sparse cell composition, discrete,
moderate or small sized cells; round nucleus, isoform; fine chromatin,
small and unknown nuclei; the rate of nucleus / cytoplasm was
moderate. Macrophages and lymphocytes were present in the majority
of cases, including foam cells. Other cells have low ratios. Three cases
had thick cell wall but no signs of abnormalities during the follow-up.
4.2.2.4. Cytological characteristics of of breast fibroadenoma

Epithelial cells with moderate or sparse cell composition, cells
forming flat clusters, the majority of which are moderately sized, in
some cases these cells are small; with round, isomorphic, alkaline

nucleus, fine thin chromatin, small and unknown nucleus; the rate of
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nucleus / cytoplasm was moderate. Bipolar mitochondrial cells are
present in most cases; lymphocytes present in 62.8% of cases;
Neutrophils and macrophages are found in some cases (from 6.6% to
18.2%).

4.2.2.5. Cytological characteristics of suspected breast cancer (C4)

In five cases diagnosed with suspected breast cancer, each case has
different characteristics, but they all exhibit atypical characteristics of
cytology. Although there are certain characteristics known to be
malignant but they are not sufficient to diagnose. Some cell
characteristics may show malignancy cytologically but there are no really
clear malignant cells. In some cases, cells are generally cytologic benign,
with multiple bare nuclei and clusters of cells, but sometimes the cell has
malignant characteristics. The general characteristics of tumor cells in our
study were: moderate cell composition, cells forming flat clusters or
discrete, moderate or large size; the cell nucleus is usually round,
uniform; fine or dark color chromatin, small and unknown nucleus. There
are also monocytes, polymorphonuclear cells (present in 2-3 cases), bare
bipolar nuclei cells, lymphocytes and macrophages only in 1-2 cases.
4.2.2.6. Cytological characteristics of breast carcinoma (C5)

All 53 cases cytologically diagnosed with breast carcinoma had
large size tumor cells, dense and piled on the field but bound loosely
and discretely; smear backgrounds contain necrosis residues while
bipolar cells are sparse. Large cell nucleus, polymorphism (79.2%),
rugged membrane; large nuclei (92.5%), cryoprecipitate. Connected
tissue cells were found in 11.3%, monocytes and polychaetes were
present in 15.1% to 35.8% of cases; Cell necrosis occured in 9.4% of
cases.

4.2.3. Applying Robinson's cytological grading on breast carcinoma

Robinson’s grading system wused six different cytological

parameters, namely cell dissociation, cell size, cell uniformity, nucleolus,
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nuclear margin and nuclear chromatin, to grade the tumors. In terms of
tumor cell composition, previous studies have shown that cell
composition is a useful criterion for assessing cellular abnormalities.
However, the composition of the cells in the smear depends on many
factors such as the technique of staging, whether the sample was taken
right from the tumor tissue or not. In this study, the most commonly
reported cell dissociation was platelet or scattered aggregation (44.6%) or
mostly single (48.2%), with only 4 cases (accounting for 7.1%) are
concentrated into clusters.

In this study, we evaluated three components of the cell separately:
cell uniformity, nuclear margin and nuclear chromatin morphology. In
addition, three other parameters including cell dissociation, cell size is
accompanied by nuclear morphology or not. In 56 cases of breast
cancer, based on Robinson’s grading system, most of them were Grade
IT and Grade III (55.3% and 28.6%, respectively), while early diagnosed
cases (Grade I) accounted for low percentage. This result is quite
consistent with studies of other authors with mostly grade II cases.

4.3. Collating results of ultrasound-guided fine-needle aspiration
cytology with histopathology.
4.3.1. Histopathological results

In 251 cases who were operated and had histopathologic tests,
most cases got benign tumors, including fibroid tumors (139 cases),
cysts (19.1%), other benign tumors (3.2%). In 56 cases of breast
carcinoma, according to the classification of the World Health
Organization in 2012, there were 50 cases of non-specific epithelial
invasive cancer and 6 cases of invasive lobular carcinoma..

In terms of histological grades, there were 7 cases of Grade I, 32
cases Grade II and 17 cases of grade III.

4.3.2. Collating results of FNAC with histopathology
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Regarding collating cytological and histological grading results:
6 cases out of 9 cases of Grade I had cytology results consistent with
histological grading. Similarly, 29 cases out of 31 cases of Grade II had
cytology results consistent with histological grade. Notably, 16 out of
16 (100%) cases of grade III have been identified as badly differentiated
type both cytologically and histologically. Thus, only three cases of
Grade I and two cases of Grade II did not have cytology in accordance
with histology grade.

The research results show that our consistent high rate between
cytological diagnosis compared with histopathologic diagnosis. 51 out of
56 cases (91.1%) of breast carcinomas are classified according to
Robinson grading system consistent with the histologic grades as in
modified Scarff Bloom Richardson grading system. For Grade I tumors,
the consistent rate between histology and cytology results was 66.7%,
while this rade in Grade II tumors was 93.5% and in Grade III tumors it
was 100%. Spearman correlation coefficients show a strong correlation
between cytology and histology results (p <0.001). This result is quite
consistent with studies of other authors like Agarwal, Kareem N.M. and
N.S. Rahmatullah, Neelam Sood. Of the 05 (8.93%) cases in which there
was the mismatch between cytologic and histopathologic results, 3 cases
were defined Grade I cytologically but they were histopathologically
defined as moderately-differentiated type (GII); 2 cases II were defined
Grade II cytologically (moderately-differentiated type) but one of them
was histopathologically defined as well-differentiated type (GI) while the
other was histopathologically defined as badly differentiated type (GIII).
Statistical analysis performed by X? test showed an absolute correlation
between Robinson’s cytological grading system and histological grading
using modified Scarff Bloom Richardson grading system (p<0.001).

Regarding collating cytological diagnosis and histological

grading results: In the 251 cases with histopathological diagnoses,
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when collating FNAC results and histological results, 249 out of 251
cases had cytology results consistent with histological grading, he
overall correlation rate is 99.2%. The Spearman correlation coefficient
shows a strong correlation between cytologic and histopathologic
diagnoses (p <0.001). Cytological diagnosis had the sensitivity of
100%; Specificity: 98.9%; Positive predictive value: 94.7%; Negative
predictive value: 100%,; False positive rates: 0.9% and no false negative
cases. 03 cases out of 05 cases suspicious of cancer cytologically
showed positive in histopathology test and the remaining 02 cases
showed negative in histopathology test. As the classification system of
the mammary gland according to the international 5-tier classification
system, these cases belong to group C4 (suspected malignant). These
cases have atypical features in the cytology, which are almost certainly
defined as a malignant lesion, although there are insufficient reasons for
diagnosis.

In recent years, diagnostic results of FNAC method haven’t
stopped at the level of right and wrong calculation percent compared
with histopathological diagnosis. Some authors have applied a statistical
algorithm to calculate the sensitivity, specificity, accuracy and
predictive value of this method. The exact diagnosis results depend on
the study, but usually ranges from 86-98%. According to some
pathologists, cases of "' cancerous suspicion" are considered as positive.
Accordingly, the number of positive cases in our study would be 56.
Thus, the results of the ultrasound-guided FNAC in the diagnosis of
breast cancer in the study in terms of sensitivity, specificity, positive
predictive values, negative predictive value is very high, whereas false

positive rates, false negative rates are very low.
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Table 4.1. Comparison of FNAC values among authors

Authors Sensitivity | Specificity | Prediction | Prediction False False
+) ) positives | negatives

Current study | 100% 98.97% | 96.55% 100% 0.8% 0%
HX Nghiem 100% 99.4% 97.4% 100% 0% 0.6%
Mulazim 98% 100% 97% 100%
Mizuno S * 91% 93% 99% 67%
O’Neil * 97% 78% 92% 92% 6% 1.9%
Rubin M * 86% 98% 97% 90% 13%

(*): Fine-needle aspiration without ultrasound guidance

The value of the method of ultrasound-guided fine-needle
aspiration cytology in our study is similar to that of many other studies
by Huynh Xuan Nghiem and Mulazim, but it is also more accurate than
the fine-needle aspiration cytology method without ultrasound
guidance in the studies by Mizuno S, O'Neil.

The above results allow the use of methods of ultrasound-guided
fine-needle aspiration cytology as an effective method in the diagnosis of
breast cancer. This method also help determine correctly diseased and
non-diseased cases. On the other hand, this method also allows diagnosis
of other breast diseases, especially the detection of cytologic
abnormalities of non-cancerous breast diseases for timely treatment of
precancerous lesions. Because cytology diagnostic method is a simple
technique, easy to carry, for fast results, high accuracy and low cost, it is
very suitable for applying in developing countries (other non-intrusive
exploration methods are unsuitable and difficult to implement). The
results of our study also show that the combination of clinical
examination with a ultrasound-guided fine-needle aspiration cytology is a
good diagnostic tool for the diagnosis of breast disease and is very
suitable for real situation in Vietnam, in general and Thai Binh, in

particular.
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CONCLUSIONS

Research on 512 patients with breast disease in Thai Binh Medical
University Hospital by clinical method combined with ultrasound-guided
fine-needle aspiration cytology, the results were as follows:

2. Cytological characteristics and the prevalence of some
mammary gland diseases.

88.6% of cases had benign breast disease (C2), including:
Adenomas (35.7%), Fibroadenoma (26.7%), Benign cysts (9.8%), Acute
inflammation and abscess (8.0%) and 8.4% are other benign diseases;
10.4% breast cancer (C5) and 1% suspicious of breast cancer (C4)

Cytological characteristics of some benign mammary diseases
(C2): epithelial cells are present in almost all cases (from 94% to 100%)
with moderate or sparse composition, small to medium size, round or
oval, fine chromatin, small or unknown core, accompanied with bipolar
mitochondrial cells, inflammatory and necrotic cells appear in cases of
breast abscesses.

Suspected cases of cancer (C4): besides benign features, there are
several cells that carry cancer cell characteristics such as: dense tumor
cells, forming 3D or discrete clusters, polymorphic nuclei, large size, cell
color enhancement, bold chromatin, large nucleus.

In breast carcinoma (C5): tumor cells are dense and piled on each
other (83.0%) but bound loosely and discretely (79,2%) or forming 3D
clusters; polymorphism (90.6%); polymorphic nucleus (87.5%); bold
chromatin (98.1%), large nucleus (92.5%). Bipolar cells are sparse
(scattered in 11.3% of cases) accompanied with fibroblast cells,
monocytes and multiple nuclei cells.

2. Collating results of Ultrasound-guided fine needle aspiration
cytology with histopathology results

According to the Robinson Grading System, in 56 cases of breast
cancer, 9 cases of Grade I (16.1%), 31 cases of Grade II (55.3%) and 16
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cases of Grade III (28, 6%). Compared to histological grading according
to the modified Scarff Bloom Richardson regimen, the overall correlation
rate was 91.1%; For Grade I tumors, the correlation grade of cytology
and histology was 66.7%, while in grade II tumors it was 93.5% and
grade III tumors was 100%. The Spearman correlation coefficient showed
a strong correlation between cytology and histology with p <0.001.

249 out of 251 cases had cytological correlated to histological
diagnosis, the overall correlation rate was 99.2%. Spearman correlation
coefficients show a strong correlation between cytological and
histological diagnoses (p<0.001). Cytological diagnosis had: sensitivity:
100%; specificity: 98.97%; positive predictive value: 96.55%; Negative
predictive value: 100%; rate of false positives: 0.8%; false negative
rate: 0%.

RECOMMENDATIONS

1. Apply ultrasound-guided fine-needle aspiration cytology
techniques in medical facilities so that people can have convenient and

timely access to the diagnosis and detection of breast diseases.

2. Apply Robinson's grading system in evaluating pre-treatment
breast cancer lesions and relapses after treatment interventions to assess

the extent of tissue malignancy and tumor cells.
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