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Tém tit

Muc tiéu: Xac dinh su boc 16 cdc dau an CK19, HBME-1, E-cadherin trong
ung thu biéu md tuyén gidp (UTBMTG) biét héa, mdi lién quan giira sy boc 16
céc diu 4n ndy véi cdc dic diém moé bénh hoc (MBH). Péi tiwrgng va phwong phdp:
Nghién ctru mo ta, cit ngang trén 52 bénh nhan (BN) UTBMTG biét héa duoc
phiu thuat va chan dodn xdc dinh bang xét nghiém MBH tai Khoa Giai phiu
bénh 1y va Phdp y, Bénh vién Quan y 103. DPanh gid cdc dic diém MBH va sy
boc 16 cdc ddu 4n héa md mién dich (HMMD) trén bénh phim phau thuat. Két qua:
Tubi trung binh ctia nhém BN 1a 452+13.9, ty 18 nit/nam 5,5/1. UTBMTG thé
nhid chiém 92,3%; tinh trang xam 14n vo gip & 57,7% BN, xam nhap mach 17,3%,
thé cét gip o 34,6% BN. Ty 18 boc 16 ddu 4n CK19 va HMBE-1 trén céc té bao
ung thu lan lugt 1a 88,5% va 94,2% s6 truong hop; E-cadherin giam hodc mat
boc 10 trong 63,5% BN, sy gidm hodc mat boc 16 E-cadherin c6 lién quan téi tinh
trang xam 14n v va x4m nhdp mach cua té bao u (p < 0,05). Két ludn: Céc dau 4n
CK19, HBME-1 va E-cadherin ¢6 y nghia trong chan doan UTBMTG biét hoa.

* Tir khod: Ung thu biéu mo tuyén gidp, loai md bénh hoc, hod mé mién dich

STUDY ON THE EXPRESSION OF CK19, HBME-1, AND E-CADHERIN
IN DIFFERENTIATED THYROID CARCINOMA

Summary

Objectives: To identify the expression of CK19, HBME-1, E-cadherin and the
relationship between these expressions with the histopathological characteristics.
Subjects and methods: A descriptive, cross-sectional study was conducted on
52 patients pathologically diagnosed with DTC at the Pathology and Forensic
Medicine Department, Military Hospital 103. The required index was evaluated
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based on pathological samples. Results: The mean age was 45.2 + 13.9, female
to male ratio was 5.5/1. Patients with papillary thyroid carcinoma (PTC) were
predominant (92.3%). 57,7% of cases had capsular invasion, vascular invasion
comprised 17.3% and psammoma body seen in 34.6% of cases. CK19 and
HBME-1 positively reacted in 88.5% and 94.2%, respectively. The reduction or
loss of E-cadherin expression was seen in 63.5% of cases and significantly
correlated with capsular and vascular invasion (p < 0.05). Conclusion: CK19,
HBME-1, and E-cadherin have a high value in diagnosing differentiated
thyroid carcinoma.

* Keywords: Thyroid carcinoma; Histopathological type, Immunohistochemistry.

PAT VAN PE

Ung thu tuyén gidp 1a loai u dc tinh
thuong gap nhat trong cic ung thu cta
hé noi tiét, dang thu 11 trong s6 céc
ung thu [1]. Ung thu tuyén gidp bao
gém nhiéu loai md bénh khac nhau,
trong d6 phan 1én cdc trudong hop 1a
UTBMTG biét héa. Nhiéu théng ké
gan day cho thiy s BN dugc phat hién
ung thu tuyén gidp gia ting nhanh
chéng & hau hét cic qudc gia, mot
phan c6 thé do su thay d6i cua cic yéu
td sinh bénh, mat khic do nhiing tién
bd trong chuwong trinh tim sodt va phat
hién bénh sém hon [2].

Ciing nhu céc ung thu khac, modi BN
ung thu tuyén gidp c6 dic diém MBH
riéng, von 1a cin cir dé tién luong, lua
chon phuong phép diéu tri va theo doi
sau phau thuat. Do vay, viéc d4nh gid
cdc dic diém MBH cua UTBMTG trén
céc bénh pham phiu thuat déng vai trd
rat quan trong. Pong thoi, viée dp dung
phuong phdp nhuom HMMD véi céc
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ddu 4n méi gan day cho thay vai trd
trong chan dodn phan biét, phdt hién
cic 6 ung thu nho, xdc dinh tinh trang
xam 1an mach, xam lan vo, tinh trang
vi di can ma phuong phdp nhuom thong
thuong chua thé khang dinh [3]. Vi vay,
ching t6i tién hanh nghién ctru nham:
Xdc dinh sw béc 19 cdc dau dn CK19,
HBME-1, E-cadherin trong UTBMTG
biét hoa, moi lién quan giita su boc 1o
cdc ddu dn nay véi cdce ddc diém MBH.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ctiru

52 BN dugc chan dodn xdc dinh
UTBMTG biét héa bang xét nghiém
MBH, dugc phiu thuat cit tuyén gidp
tai Bénh vién Quan y 103, tu thing
01- 8/2021.

* Tiéu chuan lwa chon: BN c6 dﬁy
du thoéng tin hanh chinh va bénh pham
dé thu thap cdc chi tiéu nghién ctu.
Cic khdi nén bao dam chat luong dé
thuc hién xét nghiém HMMD.
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2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctu
md t4, cat ngang, 1dy mau c6 chu dich.

* Cdc budce tién hanh nghién ciru:

- Phiu tich bénh pham, md ta céc
dic diém dai thé, lya chon cdc manh
bénh pham ¢ ving u va ving lan cin
dé dua vao quy trinh xtr Iy mé.

- Pdc manh bénh phim trong
parafin va cat manh voi do day 3 - 4
um, nhudm tiéu ban bang phuong phép
Hematoxylin Eosin (H.E).

- Tién hanh doc tiéu ban trén kinh
hién vi quang hoc. Panh gid cic dic
diém MBH. Nhuom HMMD véi céc
dau 4n CK19, HBME-1 va E-cadherin
va xdc dinh su boc 10 cdc dau an trén té
bao u va té bao tuyén gidp lanh.

* Cdc chi tiéu nghién ciru:

- Pic diém tudi, gici tinh.

- Pic diém MBH: Phan loai MBH,
céc bién thé, cdc dic diém MBH khdc:
tinh trang xam 1an vo, xAm nhdp mach,
bénh két hop, xuét hién thé cit.

- Tinh trang boc 10 cac ddu 4n
HMMD: Ty 1€ boc 10 CK19, HBME-1,
E-cadherin & cdc ving t& bao u va
viing té bao tuyén gidp lanh; mbi lién
quan gitra sy boc 10 céac ddu 4n HMMD
vé6i cédc dic diém MBH.

* Xir Iy so liéu: SO liéu duogc thu
thap va xir 1y bang phin mém SPSS
22.0. Panh gid méi lién quan bang cdc
test thong ké. Su khac biét duoc coi 1a
c¢6 ¥ nghia thong ké khi p < 0,05.

KET QUA NGHIEN CUU

1. Pic diém chung

Bang 1: Phan b6 BN theo tudi va gidi tinh.

) 2. Giéi tinh 2 o
Nhom tuoi - Tong Ty 1€ (%)
Nir Nam

<20 1 0 1 1.9
21-40 17 2 19 36,5
41 -60 20 6 26 50

> 60 6 0 6 11,5

Tong 44 8 52 100

- Tubi trung binh (TB) ctia BN 1a 45,2 + 13,9. Tudi TB cua nir 45,2 + 14,7,
khong c6 su khac biét so voi nam (45,3 £ 8,9), véi p = 0,154.

- Nhém tudi thuong gip nhét 1a 41 - 60 & ca hai gi6i, chiém 50% BN. Nhém
tudi 21 - 40 va > 60 it hon voi ty 18 1an luot 12 36,5% va 11,5%.
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- Ty 18 BN nit chiém da sb (84,6%) va cao hon ¢ tit ca cdc nhém tudi.
Ty 1€ nit/nam 1a 5,5/1.

2. Pic diém mé bénh hoc
Bang 2: Phan loai MBH (n = 52).

Loai MBH Bién thé S6 lwong (n) | Ty 18 (%)
Thé thong thudng 23 44,2
Bién thé nang 6 11,5
UTBM thé nhu Vi UTBM 17 32,7
Bién thé té bao try 1 1,9
Bién thé oncocytic 1 1,9
UTBM thé nang 4 7,7
Tong 52 100

- Ung thu biéu md tuyén gidp thé nhd chiém chi yéu véi 48 BN (92,3%),
UTBMTG thé nang c6 4 BN (7,7%).

- Trong céc bién thé cia UTBMTG thé nhd, thé thong thudng chiém ty 1& cao
nhat v6i 23 BN, sau d6 1a vi UTBMTG thé nhi véi 17 BN. UTBMTG thé nhi
bién thé nang gip 6 BN, cdc thé té bao tru va thé oncocytic chi ¢6 1 BN mdi loai.

Bang 3: Cac dac diém MBH khéc caa UTBMTG (n = 52).

Pic diém vi thé S6 lwong (n) Ty 18 (%)
Viém TG Hashimoto Co 8 15,4
kem theo Khong 44 84,6
, Cé 18 34,6
Thé cat
Khong 34 65,4
. Co 30 57,7
Xam lan vé
Khong 22 42,3
Co 9 17,3
Xam nhap mach
Khong 43 82,7

- C6 8 trudng hgp UTBMTG c6 két hop viém tuyén gidp Hashimoto (15,4%).
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- Tinh trang xam lan vé gip & 57,7% BN. Trong d6, cic BN UTBMTG thé
nang déu gip tinh trang xam 14n vo. C6 17,3% BN c¢6 u xAm nhap mach. Trong
d6, ty 16 BN UTBMTG thé nang chiém % truong hop u xAm nhap mach. Thé cét
gap 6 34,6% BN.

3. Dic diém boc 16 cac diu 4n héa mé mién dich

Bang 4: Su boc 16 cdc ddu 4&n HMMD.

Té bao u Té bao
DAiu 4n Su boc 16 n (%) tuyén giap lanh
¢ n (%)
Duong tinh 46 (88,5) 3(5,8)
CK19 _ g
Am tinh 6 (12,5) 49 (94,2)
Duong tinh 49 (94,2) 2 (3.,8)
HBME-1 A
Am tinh 3 (5,8) 50 (96,2)
Giam/mat boc 10 33 (63,5) 0 (0)
E-Cadherin
Con boc 16 19 (36,5) 52 (100)

Ty 1& boc 16 CK19 va HBME-1 trén céc té bao u lan luot 1a 88,5% va 94,2%,
tinh trang giam hodc mat bdc 10 E-cadherin cua té bao u cho théy do nhay va do
dic hiéu lan luot 12 63,5% va 100% trong chan doan UTBMTG.

Bang 5: Lién quan giita sy boc 10 CK19 véi tinh trang xAm 1an vo va xam

nhap mach.
X CK19
Pac diem MBH = p
Dwong tinh Am tinh
. Khong 18 4
Xam lan vo 0,199
Co 28 2
Khong 39 4
Xam nhip mach 0,558
Co 7 2

Khong ¢6 méi lién quan gilta su boc 16 CK19 véi tinh trang xam 1an vo va
xam nhap mach cua té bao u (p>0,05)
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Bang 6: Lién quan giita sy boc 16 HBME-1 véi tinh trang xam 14n vo va xAm

nhap mach
. HBME-1
Pac diem MBH = p
Dwong tinh Am tinh
, Khong 20 2
Xam lan vo 0,383
Co 29 1
Khong 40 3
Xam nhip mach 0,558
Co 9 0

Khong c6 mbi lién quan giira sy boc 10 HBME-1 véi tinh trang xam l4n vo va

xam nhap mach cua té bao u (p>0,05)

Bang 7: Lién quan giita sy boc 10 E-Cadherin véi tinh trang xam 1an vo va

xam nhap mach.

. E-Cadherin
Pac diem MBH - p
Giam/mat bgc 19 Boc 1o

. Khong 8 14

Xam lan vo 0,001
Co 25 5
Khong 24 19

Xam nhip mach 0,018
Co 9 0

Su gidm hodc mét boc 16 E-cadherin c6 lién quan vdi tinh trang xam 14n vé va
tinh trang u xXdm nhap mach, sy khac bi¢t c6 y nghia théng ké (p < 0,05).

BAN LUAN
1. Pic diém chung
Ty 1¢ nit cia nhém nghién ctru chiém
84,6%, nhiéu hon gip 5,5 lan so véi
nam (15,4%), ty 1€ nit/nam la 5,5/1. Sy
chénh 1énh vé gi6i tinh trong nghién
ctru ciia chdng toi trong tu v6i nhiéu
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nghién ctru khédc. Nghién ctru tong quan
ctia Norman J. (2016) da cho két qua ty
1€ mic & nit so v6i nam 12 3/1 [4]. Cho
té1 nay, chua c6 ly do théa dang nao
giai thich vé sy chénh léch trong gidi
tinh cua UTBMTG. Vai tro cua cic
hormone nit cling nhu cic yéu t sinh
san nir dan toi ung thu tuyén gidp duogc
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chiing minh trén mo hinh thyc nghiém,
tuy nhién vin chua dugc kiém chimng
r0 rang trong cdc nghién ctru lam sang
[5].

Nhém tudi thudng gip nhit 1a
41 - 60 & ca hai gidi (50%). Nghién
ctru cia Norman J. (2016) cho thiy ty
16 mic cao nhit 1a & nhém tudi 30 - 50
[4]. Nhin chung d6 tudi phét hién
UTBMTG dang c6 xu hudng giam do
ngudi dan duoc tiép can véi hé théng
chdm sdc strc khoe soém hon.

2. Pic diém mé bénh hoc

Nghién ctru cua ching t6i trén 52
BN UTBMTG biét hoa, gap 2 loai la
UTBMTG thé nhd, chiém chu yéu véi
48 BN (92,3%), UTBMTG thé nang c6
4 BN (7,7%). Pay déu 1a cdc loai ung
thu ¢6 tién lugng tét hon cdc loai khac.

Ty 16 BN UTBMTG két hop véi
viém tuyén gidp Hashimoto 1 15,4%.
Nhiéu cong trinh nghién ctru vé mbi
lién quan nay cho thdy nguy co mic
ung thu ting khoang 2,8 - 3 1an & BN
viém tuyén gidp Hashimoto. Trong dé,
ung thu tuyén gidp thé nhd 1a loai
thuong gip hon ca [6]. Thé cat
(psammoma body) 13 cdc ciu tric
canxi hinh cau, dugc tao thanh boi su
lang dong dong tam cdc 14 canxi, dugc
tim thdy & nhiéu loai u, trong d6 c6
UTBMTG. Trong nghién clru cua
ching t6i, thé cit dugc tim thiy &
34,6% céc truong hop. Nhiéu nghién
ctru cho thdy, su c6 mat thé cét trong

u xudt hién véi tan suit cao hon
(40 - 60%) va c6 mdi lién quan cé ¥
nghia d6i vé6i tinh trang xam lan cua
khdi u, di can hach va tinh trang u da b
ciia ung thu tuyén gidp, dac biét la
UTBMTG thé nhi [7].

Tinh trang x4m lin vo gip khd
nhiéu véi 57,7% BN. Trong d6, BN
UTBMTG thé nang déu gip tinh trang
xam lan vo. Phdt hién 17,3% BN u
xam nhap mach. Tinh trang xam l4n vo
va xdm nhap mach 1a cdc yéu td tién
luvong quan trong trong UTBMTG.
Pay ciing 12 tiéu chuin chan dodn cho
UTBMTG thé nang [8]. Su XUAt hién
cta tinh trang x4m 14n vo va xAm nhép
mach trén vi thé 1a ddu hiéu sém cho
cdc triéu chung di can trén BN. Nghién
ctru cia Falvo L. va CS cho thay, trén
nhém BN c¢6 dau hiéu u xdm nhép
mach mdu, ty 16 BN di can phoi va di
cin hach nhiéu hon ding ké so véi
nhom khong ¢6 tri€éu ching trén [9].

3. Tinh trang bdc 10 cdc diu 4n
ho4 mo6 mién dich

CK19 la cytokeratin thugc nhom wa
acid, trong lwong phén tir thip. Trong
nghién ctru ctia ching t6i, ty 1€ boc 16
ciia CK19 véi t& bao u 1a 46/52 BN
(88,5%). Ty 1& nay thdp hon mot sb
nghién ctu trudc do, véi ty 1€ boc 16
trong UTBMTG thé nhi 1a > 95%
[10], viéc chan dodn; do d6, phai cin
cr vao dic diém vi thé két hop voi sy
boc 10 cua nhiéu diau 4n dé dem lai
hiéu qué cao nhat.
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HBME-1 (Human bone marrow
endothelial cell marker-1) khdng thé
don dong c6 mat trong bao tuong va
mang té bao, dugc coi 12 mot dau 4n
quan trong phdt hién tinh chit 4c tinh
trong cic u tuyén gidp, ké ca ung thu
biét héa va kém biét héa, véi do nhay
va d§ dac hi¢u kha cao. Ty 1€ boc 10
cia HBME-1 véi té bao u trong nghién
cuu la 94,2%. Trong md gidp lanh,
HBME-1 chi boc 16 trén 2 BN va déu
c6 kiéu phan tng dang 6 véi c6 cudng
d6 yéu. Nhiéu nghién ctru cho thiy
HBME-1 1a mot trong nhitng dau 4n
hiru hiéu nhit trong chian dodn
UTBMTG, dic bi¢t 1a cidc ung thu
tuyén gidp biét héa cao voi do nhay tir
70 - 95% [10]. Ty 1¢ boc 16 clia dau 4n
nay trong md gidgp lanh va cic ton
thuong lanh tinh khic cta tuyén gidp
cling rat thap, khoang 3 - 9% [10]. Do
d6, cdc dau 4n nay déng vai trd quan
trong trong chan dodn phan biét ddi
vOi céc truong hop hinh thai m6 hoc
khong ro rang, chan doén tinh trang vi
di can, vi xdm nhap lam co s& cho viée
x4c dinh ding giai doan cling nhu tién
luvong BN. Tuy vay, trong st dung céc
dau 4an HMMD néi chung, khong cé
dau 4n nao c¢6 uu thé tuyét ddi. Nhiéu
nghién ctru cling cho thay, sir dung mot
nhém nhiéu dau 4n khic nhau s& cho
dd chinh xdc cao hon. Su két hop
HBME-1 va CD56 cho d6 nhay 96%
va do dic hiéu 75%. Két hop 4 dau 4n
CD56, E-cadherin, Gal-3, HBME-1,
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do nhay tang lén 99% va do dac hicu
50% [11].

E-cadherin 1a mdt protein xuyén
mang phu thudc canxi, c¢6 ngudn gdc
biéu mo va c6 chirc ning trong lién két
cdc té bao ké can. E-cadherin c6 céu
tric gom mot ving xuyén mang ban
chat 12 c4c phan tir két dinh gian bao
phu thudc canxi gép phan tao hinh cho
mod. Trong UTBMTG, ddi véi cic u
ma té bao u c6 giam hodc mit boc 16
E-cadherin thi nguy co di can hach,
xam 14n vo ting 1én 16 rét. Nghién ctru
ciia ching tdi cho thiy, E-cadherin
giam hodc mét boc 16 trong 33 trudng
hop UTBMTG (63,5%). Sy giam hoac
mat boc 10 E-cadherin c6 li€n quan, c6
y nghia thong ké véi tinh trang xam 14n
vo va xam nhap mach (p < 0,05). Két
qua cua chdng t6i phit hop véi nhiéu
tic gia khdac. Theo nghién ctru cua
Naito va CS, trong UTBMTG thé nhd,
su boc 10 E-cadherin gidm ding ké so
v6i u tuyén nang tuyén gidp va trong
md gidp lanh. Sy bdc 10 E-cadherin
trong UTBMTG thé nh c6 di cin hach
it hon nhom ung thu khong c6 di can
(n = 206) [12]. Do d6, c6 thé coi su
giam hodc méat boc 10 E-cadherin & té
bao u nhu mot dau hiéu canh béo cho
su tién trién khéi u. Trong cdc trudng
hop giam hodc mat boc 16 ddu 4n nay,
can phai tim kiém, danh gia k¥ hon cic
dic diém MBH, bang chimg cua sy
phat trién xam lan cia u lam can cu
tién lugng bénh.
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Hinh 1: Ung thu biéu mo tuyén gidp thé nhd bién thé nang (x200)
Cic té bao u duong tinh véi HBME-1 (B) va CK19 (C).

KET LUAN

CK19 va HBME-1 ¢6 bdc 10 voi ty
1€ cao trong UTBMTG biét héa (88,5%
va 94,2%). E-cadherin giam hoic mat
boc 19 trong 63,5% BN. Sy gidm hodc
mat boc 16 E-cadherin ¢6 lién quan toi
tinh trang xdm 14n vé va xAm nhap
mach cua u.
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