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DAC PIEM CAN LAM SANG, MO BENH HOC
VA SU BOC LO MOT SO DAU AN HOA MO MIEN DICH
CUA UNG THU PUONG MAT TRONG GAN

Dong Birc Hoang', Ngé Thi Minh Hanh?
TOM TAT
Muc tiéu: M6 ta dac diém can 1am sang, mé bénh hoc va héa mé mién dich ung thw dwdng
mat (UTPM) trong gan. Déi twong va phwong phap: Nghién ciu md td va hdi ciu trén
52 bénh nhan (BN) chan doan UTDM béng két qua mé bénh hoc va héa mé mién dich. Két qua:
Nghién ctru bao gébm 59,6% nam gidi, tudi trung binh 1a 60,9 + 10,3. Ty |I&é CA 19-9 ting 63,5%,
CEA tang 44,2%. Kich thuwdc u trung binh [a 6,7 £ 3,5 cm. U di can hach chiém 32,7%,
di can xwong 11,5%. TNM (Tumour - Nodes - Metastasis) giai doan Il va IV déu la 32,7%. Thé mé
bénh hoc cia UTDM trong gan chi yéu 1a tuyén biét hda cao chiém ty I& cao nhét véi 40,4%.
D4u 4n CK7 dwong tinh & 100% BN. CK19 dwong tinh chiém 94,2%. Ty |& dwong tinh thdp &
dau &n CK20, CDX2, P40. Két luan: Nhudém ddng thdi nhiéu ddu 4n héa mé mién dich hién nay
rat hiru ich d& chan doan chinh xac bénh UTDM trong gan.

* T khéa: Ung thu dworng mat trong gan; M6 bénh hoc; Héa mé mién dich.

Subclinical, Histopathological and Immunohistochemical
Characteristics of Intrahepatic Cholangiocarcinoma

Summary

Objectives: To describe subclinical manifestations, histopathological and immunohistochemical
characteristics of intrahepatic cholangiocarcinoma (iCCA) patients. Subjects and methods:
A descriptive, retrospective study was conducted on 52 iCCA patients. Diagnosis of iCCA was
made based on histological assessment of liver biopsy specimen. Results: Among 52 patients
(male 59.6%), mean age 60.9 + 10.3. Regarding immunological tests, increased CA 19-9 was
63.5%, increased CEA was 44.2%. On abdominal CT scan, the mean tumor diameter was
6.7 = 3.5 cm. Organ metastases included lymph node 32.7%, bone metastases 11.5%. TNM
stage Il and 1V were 32.7%. The histopathological type of iCCA was mainly well-differentiated
adenocarcinoma, accounting for the highest proportion with 40.4%. CK7 was positive in 100%
of patients. CK19 was simultaneously positive with CK7 in 94.2% of patients. A low positive
rate was found in markers CK20, CDX2, P40. Conclusions: Simultaneous staining of multiple
immunohistochemical markers is now very useful to accurately diagnose iCCA.

* Keyword: Intrahepatic Cholangiocarcinoma, Histopathological iCCA, Immunohistochemical iCCA.
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DAT VAN DE

Ung thw dwong mat la bénh dwoc
chan doan phé bién ther nam va 1a
nguyén nhan thwdng xuyén th& hai gay
t&r vong lién quan dén ung thw & nam gidi
trén toan thé gisi. Ty 16 méc UTDM cao
nhat gdp & Bong Nam A va thdp nhét
& Uc. Trong khu vuc Dong Nam A, ty lé
mac hang nam cda n6é dao déng tw
0,1/100.000 dén 71,3/100.000 [3].

Ung thw dwéng mat 1a mét khdi u ac
tinh phéat sinh tr biéu md dwéng mat &
bat ky phan nao cha hé théng éng mat.
UTBM gbm cé u trong gan va ngoai gan.
UTDM trong gan la ton thuwong ti trén
2 cm tinh tr nga ba dwong mat (tao bdi
éng gan trai, 6ng gan phai va 6ng gan
chung) t6i tiéu quan mat. UTBM ngoai
gan la u vung rén gan (u Klatskin, nam
trong 2 cm thudc dng gan phai, tréi tinh tir
ngad ba dwdng mat dén doan éng tdi mat
dd vao éng gan chung) va u duwéng mat
ngoai gan la phan con lai [1]. UTBM trong
gan chiém 5 - 10% téng sb cac trudng
hop UTPM; u Klatskin ttr 60 - 70% va
UTBM ngoai gan chiém 15 - 20% [2].
UTPM ngoai gan thwong dwoc chéan
doan sém hon do c6 triéu chirng tdc mat,
con UTPM trong gan thuwong dién bién
am tham, it triéu chirng dac hiéu. Bénh
con gay nhiéu khé khan cho béac si trong
chan doan phan biét véi ung thw biéu mo
té bao gan (UTBG) va céc khéi u di can
dén gan [4]. Hién nay, UTBM trong gan la
mot bénh it dwoc dé cap dén trong y van
tai Viet Nam, chan doan va diéu tri tai cac
tuyén co s& con nhiéu ling tang. N&m
dwoc cac phwong phap dé chan doan
xac dinh bénh tlr d6 dé ra ké hoach diéu

tri 1a r&t quan trong. Vi vay chdng téi tién
hanh nghién ctru nay véi muc tiéu la: M6
ta déc diém can Iam sang, mé bénh hoc va
héa mé mién dich UTDM trong gan.

POl TUONG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciu

52 BN UTBM trong gan chan doan tai
Bénh vién Trung wong Quan déi (BVTUQD)
108 twr 01/2020 - 6/2021.

* Tiéu chuan Iwa chon: BN dwoc chan
doan UTBM trong gan bang két qua mo
bénh hoc va héa mé mién dich [5].

* Tiéu chuén loai trce: BN ¢6 ung thw
biéu mé té bao gan két hop, UTDM di can
ter co quan khac, di rng thubc can quang,
khéng sinh thiét dwoc, khdong déng y tham
gia nghién ctru.

2. Phuwong phap nghién ciru

* Thiét ké nghién ctru: M ta, hdi ctru.

* Phuong phdp chon mau:

- Chon mau c6 chu dich. C& mau 52 BN
du tiéu chuan nghién ciu.

* Céac budéc tién hanh va chi tiéu
nghién ctru:

- Hai théng tin nhan khau hoc, kham thay
co triéu chirng cua UTBM.

- Cac BN duoc lam cac xét nghiém
cobng thirc mau va déng mau bang may
Cell Dyn 3700 (Abbot) tai Khoa Huyét hoc.
Xét nghiém sinh hoéa (creatinin, bilirubin
toan phan, AST, ALT, GGT, albumin)
bdng may Olympus Au 640 tai Khoa
Sinh héa. Xét nghiém CA 19-9, CEA bang
phwong phap ELISA, thwc hién tai Khoa
Mié&n dich. Chup CT 6 bung danh gia vi tri,
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sb lwgng, kich thwdc u va tinh trang di
can bang may Brivo CT385. Chup xa hinh
xwong toan than (Whole Body Scan) 3 gi¢
sau tiém tinh mach 15 mGCi Tc99m-MDP
bang hé théng GE Medical System dé
danh gia di can xwong. N&i soi da day,
dai trang bang may Olympus, néu cé di
can dén éng tiéu hoa sé tién hanh noi soi
sinh thiét lam xét nghiém mé bénh hoc dé
chan doan.

- Sinh thiét khéi u trong gan theo quy
trinh: Gay té ngoai da bang lidocain 2%,
dung sung Fustgun, dwdi hwéng dan cla
may siéu am Logig S7, choc kim 16 Gauge
vao khéi u Iy bénh phdm dai khoang 1 cm,
dwong kinh 1 mm, ¢b dinh bang dung dich
formol 10%, bénh phdm dwoc xi Iy mé
bénh hoc trén may ty dong Sakura, dwoc
duc khéi paraffin, cat nhuém Hematoxylin-
Eosin. Banh gia mé bénh hoc theo cac
thé bénh ctia WHO 2019.

- Giai doan TNM phan loai theo AJCC
2010 (American Joint Committee on Cancer).

- Nhuém héa mé mién dich theo quy
trinh: Bénh phdm duwoc cat tir chinh khbi
nén da dwoc cat nhuém HE truwédc do trén
may hdéa md tw dong Benchmark Ultra cla
Ventana (Roche) vé&i cac dau 4n mién dich.
Trong mdi 1an nhuém déu cé tiéu ban
chirng am va ching dwong. Nhudém héa
md mién dich cac dau 4n CK7, P40, CK19,
CK20, CDX2, Hep par-1, AFP, TTF1, CEA,
PSA, CA125, WT1, Napsin A, CD34 v¢i
chét chi thi mau. Banh gia dwong tinh khi
biéu hién mau vang nau & bao twong va
mang bao twong hay nhan té bao.

* Xt ly s6 liéu: Bang phan mém théng
ké y hoc SPSS 22.0.
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KET QUA NGHIEN CU’U VA
BAN LUAN

Bang 1: Tubi, giéi tinh va yéu t6 nguy co'.

Dac diém n %
;”rf’é nhat, 1on nhat: 39 -84) | 009103
Nam 31 59,6
Nguyén nhan
Khéng ré o8 53.8
Soi mat 2 3.8
Xo gan 3 5.8
HBV 11 21,2
HCV 1 19
béi thao dwong 5 96

Nghién cru cho thay tudi trung binh
cta dbi twong la kha cao 60,9 + 10,3.
Nam gi&i chiém ty 1& Ién hon v&i 59,6%.
Yéu t6 nguy co gay bénh thwong gép

nhéat 1a viém gan B (21,2%).

Béng 2: Két qua xét nghiém mau.

Chi tiéu n

WBC (G/l) 9,7+4,0
Neutrophil (%) 65,7 £10,2
RBC (T/I) 44+05
PLT (G/I) 287,4 +103,8
Creatinin (umol/l) 75,1 £53,5
Bilirubin TP (umol/l) 16,8 +23,2
AST (IU/l) 59,8 +£60,3
ALT (1U/1) 51,8 £63,0
GGT (1U/l) 284,4 +365,8
Albumin (g/l) 40,245
CA 19-9 (IU/ml) 670,7 +596,6
Tang CA 19-9 (> 129) 33 (63,5%)
CEA (ng/ml) 76,7 £ 2475

Tang CEA (> 5)

23 (44,2%)
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Bénh nhan chi di kham khi cé triéu
chirng nhw dau bung, sau khi lam xét
nghiém thwéng quy thi hdu nhw cac chi
s6 déu khong thay bat thwong, chi thay
men AST, ALT tang nhe, men GGT tang
cao. CA 19-9 la diu an cé tac dung dinh
hwéng chan doan UTBM tét nhat nhung
trong nghién clru cla ching téi chi thay
tang & 63,5%. Xét nghiém CEA déng thoi
véi CA 19-9 cling lam tang dé dac hiéu
trong chan doan UTBM. Trong nghién
clru nay chang téi thay sb BN tang CEA
chiém 44,2%.

Béng 3: Két qua chup cét Iop vi tinh &
bung va xa hinh xwong.

gilp chan doan. Chup cét I6p vi tinh 6
bung c6 tiém thudc can quang nham danh
gia toén thwong qua 4 thi Ia phwong phap
thwong dwoc ap dung tai BVTUQD 108,
vi day la phwong phép cé chi phi khéng
qué dat va chan doan tét voi cac truong
hop ¢6 hinh anh UTDM dién hinh; ngoai
ra, con c6 thé chan doan dwoc di can tw
khéi u vao hach, tinh trang huyét khéi tinh
mach va tinh trang di can té bao &c tinh
vao cac co quan trong co thé BN. Hinh
anh UTDM dién hinh trén hinh anh CT
scan 6 bung la giam am thi trwdc tiém,
ngdm thuéc manh thi ddng mach, khéng
thai thudc thi tinh mach clra va thi mudn.
Khi trén hinh anh CT scan thdy c6 tén
thwong & xwong, chung t6i cho BN chup

Chi tieu n % xa hinh xwong xac dinh dwoc ty 1é di can

Kich thude (cm) 67435 la 11,5%. Nhitng BN c6 hinh anh day
Nho nhat, Ion nhat: 1,3 - 13,6 thanh éng tiéu héa da dwoc tién hanh noi
Vitri soi va sinh thiét phat hién dwoc 7,7% ¢
Thay phai 21 40,4 di can da day. Ngoai ra, trén hinh &nh CT
Thiy tréi 10 19,2 scan con thay tinh trang di can dén phéi,
Hai thuy 21 40,4 phuc mac va tuy. Chinh vi c6 tinh trang
S6 lugng di can dén nhiéu co' quan nén ching toi
Mot o3 442 can nhudém cac dau an hé? mc“),déc hiéu

NI cua cac co quan nay dé khang dinh
M6t co vé tinh 10 19,2 z .

chan doan.

Hai 4 7,7 )
Nhidu 15 28 8 ) Béxng 4: Phan bo giai doan bénh theo
Di can hach 17 32,7 hé thong TNM.
Di c&n tinh mach ctra 4 7,7 Giai doan n %
Di can xa Giai doan | 13 25,0
Phoi 4 7,7 Giai doan Il 17 32,7
Xwong 11,5 Giai doan Il 5 9,6
Phlc mac 1 1,9 Giai doan IV 17 32,7
Tuy 1 1.9 Phan loai theo TNM thi thdy u & giai

Chinh nhirng han ché cla xét nghiém
khién cho BN phai chi dinh thém cac
phwong phap chan doan hinh anh dé tro

doan Il va IV c6 ty Ié I&én hon va cung la
32,7%. U & giai doan Il chiém ty 1& thap
nhét (9,6%).
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Béng 5: Bac diém mé bénh hoc.

Thé mé6 bénh hoc n %
Tuyén biét héa cao 21 40,4
Tuyén biét héa vira 6 11,5
Tuyén biét héa kém 14 26,9
Tuyén khong biét héa 5 9,6
Thé d&c giéng té bao gan 11,5
Xo
Khong xo 5 9,6
Xo it 15 28,8
Xo nhiéu 32 61,5
Viém
Khong viém 11 21,2
Viém nhe 25 481
Viém nhiéu 16 30,8
Hoai to
Khong hoai ttr 44 84,6
Hoai tt 8 15,4

Thé mé bénh hoc ctia UTBM trong gan
cha yéu la thé tuyén; trong d6, thé tuyén
biét hoa rd chiém ty 1& cao nhat (40,4%);
tinh trang xo nhiéu (61,5%); tinh trang
viém nhe c6 ty I& cao (48,1%). Tinh trang
hoai t& u chi thdy & 15,4%. Trén tiéu ban
nhuém HE hinh anh ciing cé nhirng dac
diém réat khac nhau. Nhitng BN can chan
doan phan biét véi UTBG thwong co té
bao biéu m6 nhan I&n, bat mau kiém tinh,

hat nhan rd hodc khéng, bao twong phan
I&n déu wa toan, xép thanh dam, dai, be,
mé dém cé nhiéu xo. UTDM coé 2 thé
chinh 1a thé éng Ién va thé éng nho.
Thé éng l&n xudt hien & cac éng mat
trong gan gan rén gan (gan véi 6ng gan
phai va éng gan trai). Thé éng nhd xay ra
xay ra wu thé & ngoai vi gan. Nhiztng BN
c6 hinh anh ctia UTBM thi thdy té bao
biéu md nhan I&én, kiém tinh, hat nhan ro,
I6n x6n, hinh tuyén to nhd, méo mo6, md
dém nhiéu xo, chat nhiém sic thd, bao
twong hep hoac khéng ro6. Cac nghién
ctru khéc ciing thay phan Ién UTDM trong
gan la ung thw biéu mé tuyén va tuy mic
dé biét héa tuyén ma chia mic do biét hoa
tr thAp dén biét héa cao [4]. V&i nhirng
tiéu ban thay t& bao biéu mé nhan I16n,
bat mau kiém tinh, hat nhan rd hoadc
khéng, bao twong phan Ién déu wa toan,
xép thanh dam, dai, bé, mé dém cé nhiéu
xo, khéng phan biét dwoc véi ung thw té
bao gan thi ching t6i phai dwa vao két
qua hoéa md mién dich nhuém dau an Hep
par-1. Chinh d&c diém xo va hinh anh té
bao khéng r6 hat nhan, khéng tao mat
gilp phan biét v&i ung thw té bao gan
nhwng dbi khi la rat kho phan biét véi ung
thw biéu mé tuyén di can gan va nhirng
trwong hop nay phai dwa vao dau an héa
mo mién dich [6].

Béng 6: Ty 1& boc 16 cac d4u 4n héa md mién dich dwoc nhudm.

o Dwong tinh Am tinh Khéng nhuém
Dau an
n % n | % n %

Dé4u 4n trung binh 4,92 +0,86
Nhé nhét, I6n nhét 4-7
CK7 52 100
CK19 49 94,2 2 3,8 1 1,9
CK20 8 15,4 44 84,6
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DA &n Dwong tinh Am tinh Khéng nhuém

% n % n %
CDX2 9,6 16 30,8 31 59,6
P40 1 1,9 51 98,1
Hep par-1 43 82,7 9 17,3
AFP 10 19,2 42 80,8
TTF1 11 21,2 41 78,8
CEA 1 1,9 51 98,1
PSA 1 1,9 51 98,1
CA125 1 1,9 51 98,1
WTH 1 1,9 51 98,1
Napsin A 2 3,8 50 96,2
CD34 1 1,9 51 98,1

Trung binh sé dau 4n dwoc nhudm 1a
4,92 + 0,86. S6 ddu 4n nhudm it nhét 1a 4,
nhiéu nhéat 14 7 trén mét BN. Do d6 tin cay
chan doan tlr xét nghiém méau khéng cao
va hinh anh chup CT bung da sb khéng
d&c hiéu, nén tat cd BN déu dwoc tién
hanh sinh thiét gan. Hinh anh nhuém HE
cha yéu 1a hinh thai tuyén; vi vay, khi
nhuém héa mé mién dich chang téi wu
tién nhuém diu 4n Hep par-1 hodc 1a
AFP d& phan bigt véi UTBG [3]. Cac BN
dwong tinh véi cac dau an nay da bi loai
ra khéi nghién cteu, chinh vi vay, két qua
déu la am tinh: Hep par-1 (82,7%), AFP
(19,2%). Ty 1& ung thw tuyén trong nghién
ctu la cao nhat nén dau &n mién dich
dwoc nhudém kha nhiéu 1a CDX2. CDX2 cé
gia tri dé phan biét véi nhirng tredng hop
ung thw dai trwc trang nhwng trong
dwdng tiéu hdéa noéi chung nhw dwdng
mat CDX2 van dwong tinh [7]. Tuy trong
nghién cu nay co6 9,6% BN CDX2
dwong tinh nhwng toan bdé BN déu co
CK7 dwong tinh, hon niva tat ca BN déu
dwoc tam soat thém bang ndi soi, c6 02
BN can phai sinh thiét thi két qua déu la
viém man tinh, 01 BN c6 polyp lanh tinh;

vi v@y, chudng téi loai trr kha nang ung
thw tr dwong tiéu hda di can vao dudng
mat. Trén hinh anh CT scan c6 7,7% u &
phdi va 11,5% u xwong nén dau an TTF1
dwoc nhudém kha nhiéu. Pay 1a dau an cé
dé dac hiéu 100% cho ung thw nguyén
phat & phdi [8]. Két qua héa md mién dich
cho thay 21,2% TTF1 déu am tinh nén cé
thé xac dinh ton thwong & phdi va xwong
cta BN 2 té bao &c tinh di can to dwong
mat. C6 01 BN phai nhuém déng thoi bay
ddu a4n CK7, CK19, CK20, Heppar-1,
TTF1, CDX2, PSA do BN c6 mét khéi u
I&n va nhiéu nét nhd, trén hinh anh CT
scan xac dinh c6 hach bat thwong & rdn
gan, b& cong nhd, canh ddng mach chu
bung, canh ddéng mach than, xwong aot
séng L1, L2. Két qua chi c6 CK7 dwong
tinh, loai trv ung thw & té bao gan, éng
tiéu hoa va tuyén tién liét. Ddu 4n CA125
dwoc nhuém cho 01 BN ni 77 tudi, co
moét u 3,5 cm & thlly gan tréai dé phan biét
u di can t& bubng tring, két qua la CA125
am tinh, CK7 va CK19 dwong tinh, BN
chan doan 1a UTPM va dwoc phau thuat
cat u gan trai. WT1 dwoc nhudm cho
01 BN nir, tién s binh thuwéng, ndi soi cd
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polyp ¢b t&r cung, xét nghiém CA125:
792 1U/ml. Tuy nhién, két quéd cho thay
WT1 am tinh, CK7 va CK19 duwong tinh
nén chdng t6i van chan doan 1a UTBM.
Do khéi u quéa to (10 cm) nén BN dwoc chi
dinh diéu tri hoa chét gidm nhe. 02 BN ¢6
tién s COPD, trén hinh anh CT scan
khéng thdy ngadm thubc dién hinh, dinh
hwéng 1a di can tr co quan khac dén
gan, dau 4n Napsin A duwgc nhudém va co
két qua am tinh. Nghién cu nay c6 01 BN
P40 dwong tinh nhwng ddng thdi CK7,
CK19 dwong tinh va trén hinh anh CT
scan khéng phat hién tén thwong & phdi,
cling khéng c6 yéu td nguy co gay ung thw

phdi, nén ching téi cho rang tinh trang cua
BN nay la dang vay cia UTDM.

Vé mat moé bénh hoc, 90 - 95% UTPM
la ung thw biéu mé tuyén cé do biét hoa
tlr trung binh dén kém, v&i biéu hién déc
trwng cGa mucin va moé dém giam dan héi
cao. Biéu hién CK7+ va CK19+ la dac
trwng cia UTDM, qua nghién ctru thdy ung
thw dwong méat trong gan cé ty 1& CK7+ la
100% va CK19+ la 94,2%. Nhwng ca hai
protein cling c6 thé dwoc bidu hién trong
UTBG va ung thw biéu mé tuyén di can.
Can phai nhuém phdi hop thém céac dau an
khac dé loai triy u di c&n tr co quan khac
nhw éng tiéu hda, phan phu hay phéi.

* Hinh dnh mé bénh hoc va héa mé mién dich cua déi tuong nghién ciru:

G Jdav 'S =

Hinh 1: Hinh anh mé bénh hoc va mé mién dich clGa ung thw biéu mé duworng mat
trong gan: Cac khdi u dwoc xép thanh I&p biéu mé hinh khéi dén hinh tru trén nén
ctia md dém soi (A). Té bao khéi u dwong tinh manh véi CK7 (B),
am tinh v&i Hep par - 1 (C) va CK20 (D). Bo phéng dai x 200.
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Hinh 2: Hinh anh mé bénh hoc va mé mién dich cla ung thw dwdng mat trong gan:
Ung thw biéu mé tuyén biét hda kém c6 hinh déc (A); Té bao khéi u dwong tinh véi
CK7 (B) va CK19 (C); P40 dwong tinh (D). D6 phdng dai x 200.

KET LUAN

Ty 1& CA 19-9 tang 63,5%, CEA tang
44.2%. Kich thwéc u trung binh a 6,7
3,5 cm. U di can hach chiém 32,7%, di
can xwong 11,5%.

TNM giai doan Il va IV déu 1a 32,7%.
Thé mé bénh hoc ctia UTDM trong gan
cht yéu la tuyén biét hoa cao chiém 40,4%.

D4u 4n CK7 dwong tinh & 100% BN.
CK19 dwong tinh chiém 94,2%. Ty lé
dwong tinh thap & dau 4n CK20, CDX2,
P40.
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