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TOM TAT: Nghién ciru 114 bénh nhanung thw biéu mé té bao gan c6 nhiém HBV, diéu tri tai Bénh vién
Trung wong Quén doéi 108 va Bénh vién Quéan y 103, tir thang 1/2016-3/2018, két qua:

- Voi nguong DKK1 2 2,15 ng/mL, ti Ié nbng dé protein DKK1 huyét thanh duong tinh & cac nhém
nghién ctru tdng cao hon han so vdi ti Ié duwong tinh cia xét nghiém AFP (97,37% so v&i 62,92%).

- Phéi hop gxét nghiém AFP va biéq hién gen DKK1 sé ce’gi thién ti Ié dwong tinh va g{L’Ip chén doan
thém 12,3% so truong hop ung thw biéu mé te bao gan. Phoi hop 3 xet nghiém AFP, nong d6 protein
DKK1 huyét thanh va biéu hién gen DKK1 sé gitip chan doan thém ¢ cac trvong hop ung thw biéu mé
té bao gan c6 AFP am tinh. Phan tich logistic thay nguy co mac ung thw biéu mé té bao gan & nhém co6
DKK1 = 2,15 ng/mL cao gap 18,5 lanso véi nhom xo gan, voi p = 0,005.

- Mirc d6 biéu hién gen DKK1 giam khi s6 Iuong khoi u 2 2 so v6i 1 khoi u va khi kich thuoc khoi u
2 5¢cm so voi khoi u < 5cm, tuong tw nhw sw thay doi giam cua nong do AFP lién quan voi so lugng va
kich thuroc khoi u. Mire d6 biéu hién gen DKK1 giam ¢ thoi diém sau diéu trj cat gan do ung thw biéu mé
té bao gan so vdi trirée cat gan vagidm & thoi diém sau mé cat gan trén 12 thang so v&i triede thoi diém
nay (tie 1-12 thang).

Tir khéa: Ung thw biéu mé té bao gan, DKKA1.

ABSTRACT: Study on 114 patients with hepatocellular carcinoma (HCC) infected with HBVat Central
Military Hospital108 and Military Hospital103 (from January 2016 to March 2018), showed:

- With DKK1 = 2.15 ng/mL, the positive rates of serum protein DKK1 were significantly increased when
compared with those of AFP (97.37% so voi 62.92%).

- Combination AFP and DKK1 gen expression will improved positive rates and help more diagnosis in
12.3% of HCC cases. Logistic regression analysis showed the risk of HCC will incread about 18.5 times
(when compared to liver cirrhosis) with DKK1 = 2.15 ng/mL.Combination of AFP, serum protein DKK1 and
DKK1 gen expression may help diagnosis for negative AFP of HCC cases.

- The level of DKK1 gene expression reduced in patients with = 2 tumors when compare with one
tumor and in cases with size 25 cm when compare with size < 5 cm. Thiscorrelation was the same with
reducing of AFP related with quantity and size of tumor.The level of DKK1 gene expressions reduced
in post-hepatectomy when compare with those before surgery and in time of more than one year when
compare with those of from 1 to 12 months.
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1. DAT VAN DBE.
Ung thw biéu moé t& bao gan (UBTG) la mét

thw phéi va ung thw va.
Viéc chan doan UBTG dwa vao cac yéu td chinh

trong nhirng loai ung thw kha phé bién trén thé gisi
va & Viét Nam, gay ti I1é t&r vong cao cho nguoi
bénh. Mét nghién ctu céng bb thang 11/2017 cho
thay, trong quan thé gan 120.000 trwdng hop ung
thw (phat hién tai thanh phé H6 Chi Minh, tlr nam
1995-2014), UBTG dirng hang th ba, chi sau ung
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la chan doan hinh &nh, xét nghiém céc déu an sinh
hoc va mé té bao hoc.

Xét nghiém déu an sinh hoc khéng chi co vai
trd quan trong trong chan doan ma con giup tién
lwong, theo d&i két qua diéu tri, danh gia nguy co
tai phat trong UBTG. Cac dau 4n sinh hoc trong
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huyét thanh c6 gia tri va dwoc quan tam nhiéu gém
Alpha foeto-protein (AFP), AFP-L3, Des-Gamma-
Carboxyprothrombine (DCP) va cac dau an phan
ter. Tuy nhién, viéc st dung AFP trong chan doan
UBTG c6 thé bi dwong tinh gia hodc am tinh gia
voi moét ti & khdng nhd. Cac xét nghiém AFP-L3 va
DCP giup tang ti [& chdn doan. Khi két hop cac dau
4n nay voi nhau sé lam tang kha ndng phat hién
UBTG, nhét la khi khdi u cé kich thwéc nhé. Tuy
vay, diéu nay lam gia téng gia thanh chan doan va
khéng phai co s& y té nao ciing c6 thé thwc hién
duwoc. Vi vay, viéc nghién ctru tim ra mot dau an
sinh hoc m&i trong chan doan UBTG nham nang
cao dé nhay, dé dac hiéu; dac biét la bd tro cho
cac diu 4n dang ton tai nhw AFP, trong céac truwdng
hop khéi u gan nhé; gitip cho tién lwong va theo dbi
hiéu qua diéu tri 1a can thiét.

DKK1 (Dickkopf-1) la mét loai glycoprotein gilr
vai trd quan trong trong sw phat trién ctia phéi thai.
N6 hoat ddng nhw mot chat (e ché con duéng tin
hiéu quan trong cho phat trién té bao va dang dwoc
nghién ctvu cho liéu phap tring dich tiém nang trong
UBTG. Vai trd ctia DKK1 trong chan doan UBTG da
duoc quan tdm nghién cru trong nhirng ndm gan
day va cho két qua rat khd quan. Qua nghién ctu
da trung tdm, Shen va cong sw (2012) cho théy, st
dung néng d6 DKK1 huyét thanh cé két qua chan
doan UBTG tét hon so véi AFP. Khi két hop dong
thoi DKK1 va AFP sé cai thién do chinh xac cla
chan doan UBTG so v&i khi chi st dung mot test
chan doan don thuan. Phan tich tbng hop nhiéu
b&o céo cla Jie Zhang(2014) cling cho thay, DKK1

tri tai Bénh vién Trung wong Quan déi (TUQD)
108 va Bénh vién Quan y 103, thoi gian tr thang
1/2016-3/2018.

2.2. Phwong phap nghién ciru:

- Thiét ké nghién ctru: mé ta, tién ciru.

- LAy mu bénh pham qua sinh thiét gan (bang
sung sinh thiét gan tw dong Tru-cut, dwdi hwdng
dan cta siéu am), qua phau thuat cat gan (mau
bénh pham lay tai khoi u v&i chieu dai 2 1 cm).
Bao quan mau bénh pham trong hgp bao 6n va gt
dén Khoa Sinh hoc phan t}’f, Bénh vién TUQD 108
trong vong 3 gi¢ sau khi lay mau.

- Cac phuwong phap xét nghiém DKK1: cac hoa
chét, sinh phdm, trang thiét bi dwoc s dung tai
Khoa Sinh hoc phan tlr, Bénh vién TUQD 108.
Trién khai xét nghiém muirc d6 biéu hién gen DKK1
va nong do protein DKK1 huyét thanh & cac BN
UBTG, trong dd, lvu y cac khau tach ARN, tdng
hop ADN. Lwa chon gen ndi chuéan, st dung ky
thuat Realtime PCR vé&i dau do Tagman dé xac
dinh md&c dé biéu hién gen DKK1. Str dung ky thuat
ELISA (kit cia Cong ty R&D Systems, Inc) xac dinh
ndng do protein DKK1 huyét thanh.

- Xt ly sb liéu: s6 liéu nghién ctu dwoc quan ly
va phan tich b&i phan mém SPSS 15.0, v&i p-value
< 0,05 dworc coi la cd y nghia théng ké.

3. KET QUA VA BAN LUAN.
3.1. Nong do protein DKK1 huyét thanh:

Bang 1. Néng do protein DKK1 huyét thanh véi
ki thuat Elisa cia cac BN UBTG.

hodc két hop DKK1 véi AFP co gia tri % X " N
K . , . 2 a Doi twong Nong d6 DKK1 (ng/mL) |DKK1 trung binh
chan doan chinh xac cao UBTG. O Viét . = 7 . %
Nam, da c6 mét sb nghién ctru di vao =l UBT? <2,15| 22,15 | Tong s6 | (nho-Ion nhat)
linh vuc sinh hoc phan t& lién quan |~ x; gan SOBN| 2 31 33 133,3 £94,48
dén UBTG.Tuy nhién, cho dén nay, cé Tile [6,06% |93,94%| 100% (0-336,39)
rat it co sd y tétrién khai xét nghiém & | sinh S8BN| 1 80 81 123.68 + 96,19
murc db ph,én ter va di truyén danh gia |thiét gan |Tilé 1,23% |98,77%| 100% (0-456,02)
muerc do bieu hién gen DKK1mRNA va S BN 3 111 114
protein DKK1 trong huyét thanh. Chung |50 126,47 + 94,83
.. C R s N ., |2nhém |Tilé 2,63% |97,37%| 100% (0-456,02)
V&i hy vong cé thé goép phan xac

dinh cac d4u an sinh hoc méi gitip chan

doan, theo ddi, tién lwong, diéu tri UBTG, chung téi
tién hanh nghién cu nay nham muc tiéu danh gia
gia tri ctia DKK1 trong chan doan UBTG va theo
déi sau diéu tri cat gan do UBTG; phan tich méi lién
quan gitra DKK1 v&i mot s6 dic diém lam sang,
can lam sang trén bénh nhan (BN) UBTG.

2. bOI TUQONG, PHUONG PHAP NGHIEN CUU.
2.1. B6i twong nghién ciru:

Nghién ctru trén 120BN, gébm 114 BNUTBGva 6
BN xo gan cé nhiém virut viém gan B (HBV), diéu
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Bang 2. Nong dd protein DKK1 huyét thanh v&i
ky thuat Elisa & cac BN xo gan.

DPéi twong BN S6 BN Tile
DKK1 <2,15 ng/mL 2 33,33%
DKK1 22,15 ng/mL 4 66,67%

Tbng s6 6 100%
Gia trj ’Erung binh 37,04+ 33,96
(nhdé nhat-Ién nhat) (0-44,64)

Trong nghién clru cla chung toi, v&i ngudng
> 2,15 ng/mL thiti 1& ndng dd protein DKK1 huyét
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thanh dwong tinh & cac nhém céat gan, nhém sinh
thiét gan va chung cd 2 nhém trén lan luot I
93,94%, 98,77% va 97,37%.

Ti 1& nay vuwot han 1én so véi ti 1é duwong tinh
cla xét nghiém AFP (vé&i nbng do = 20 ng/mL) cla
cac nhém twong (rng noi trén lan lwot 1a 51,52%,
69,64% va 62,92%. So sanh (tham khao) v&i nhém
X0’ gan, cac gid tri trung binh ndng d6 protein DKK1
huyét thanh cGa nhém UBTG (126,47+94,83 ng/
mL) da tang cao rd rét so v&i gia tri nay & nhém xo
gan (37,04+33,96 ng/mL). Sy khac biét cé y nghia
thdng ké véi p=0,024.

Céac nghién clru cia Tung E.K-K va cong
sw(2012), Prieto P.A va céng sw(2013), Jie Zhang
va cdng s (2014), Yasser M, Fouad va cbng
sw(2016) cling cho rang, xét nghiém AFP da dwoc
st dung tlr 1au. Tuy nhién, d6 dac hiéu trong chan
doan con thap, nén can cap thiét nghién ciru tim ra
céac xét nghiém chinh xac va nhay hon dé sang loc
UBTG. Céc tac gia cho rang, véi ngudng dwong
tinh 1a 2,15 ng/mL gitp cho chan doan va DKK1
la mét bién phap bd tro véi AFP trong chan doan
UBTG. N6 gilp cai thién chan doan véi cac BN
UBTG c6 AFP am tinh.

3.2. Mrc do biéu hién gen DKK1:

Trong s6 6 BN cat gan, mirc do biéu hién gen
DKK1 >2,15 ng/mL (dwong tinh) thi 5 BN c¢6 ndng
dd AFP am tinh. Gia tri trung binh mc d6 biéu hién
gen DKK1 la 10,03+1,7 (ttr 3,76-20,11). Chung ca 2
nhom, 12/57 BN (21,05%) cé mirc d6 biéu hién gen
DKK1 >2,15 ng/mL (dwong tinh). Bac biét, trong do
7/57 BN (12,3%) c6 kém theo nébng d6 AFP am tinh
vé&i gia tri trung binh mirc d6 biéu hién gen DKK1 [
14,5114,64 (tr 3,76-48,17).

Nhw vay, néu phdi hop ca 2 xét nghiém AFP,
DKK1 sé gitip cai thién ti I&é dwong tinh va gitp chan
doan thém (12,3%) sb trwdéng hop UBTG. Viéc cai
thién ti 1& chan doan chinh xac UBTG (thém 12,3%)
c6 y nghia quan trong, nhat l1a & cac trudng hop
UBTG c6 xét nghiém AFP am tinh. Bay cling la
nhirng déng gép dang khich 1& vé gia tri cia DKK1
trong chan doan UBTG.

Trong mét nghién ctru nam 2017, Mona Watany
va cdng sy xét nghiém biéu hién gen DKK1 & 50
trwdng hop UBTG va 10 ca chivng cho thdy, DKK1
la mét dau 4n sinh hoc rat hira hen, ngay ca khi &
BN c6 AFP am tinh. Viéc phéi hop 2 xét nghiém
AFP v&i DKK1 gilp cai thién ti 1&é chan doan chinh
xac UBTG c6 lién quan dén viém gan B. Tac gia dé
xuét: van dé nay can dwoc nghién clru thém véi sé
lwong BN I&n hon va & nhiéu trung tdm hon.
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3.3. Méi lién quan giira ndng d6 protein DKK1
huyét thanh v&i mot sé dic diém lam sang va
can lam sang:

Khao sat mdi lién quan clia mc dd biéu hién
gen DKK1 vé&i s6 luvong, kich thwéde khdi u & nhém
cat gan do UBTG cho th4y: mirc d6 biéu hién gen
DKK1 gidm khi sé lwong u = 2 véi gia tri 0,280,38
sovdid 1ula2,76x6,41. Su thay déi gidm nay ciing
théy khi kich thwédc u = 5ecm voi gia tri 0,48+0,85s0
véiu < 5cm la 3,70+7,53. Trong khi d6, su thay ddi
giam nay cling thay twong tw & néng dd AFP.

Phdi hop mirc d6 bidu hién gen DKK1 hoac
protein DKK1 huyét thanh trong chan doan khi AFP
am tinh & nhém BN cét gan: 16BN AFP am tinh
déu c6 néng d6 AFP < 20 ng/mL, v&i ndng d trung
binh la 5,11£1,31 ng/mL thica 16 BN nay déu co
nong dd Protein DKK1 huyét thanh > 2,15 ng/mL
(dwong tinh) v&i gia tri trung binh 129,82+15,4 ng/
mL; so v&i nhém xo' gan c6 ndng d6 protein DKK1
huyét thanh trung binh 1437,04+3,78 ng/mL. Nhuw
vay, néu str dung phdi hop ca 2 xét nghiém AFP va
ndng do protein DKK1 huyét thanh ciing nhw biéu
hién gen DKK1 sé giup chan doan thém trong cac
trwdng hop AFP am tinh & nhém BN cét gan.

Két qua phan tich logistic cho thay, nguy co mac
UBTG & nhém c6 DKK1 = 2,15 ng/mL cao gap 18,5
l&n so v&i nhém BN xo gan, véi p = 0,005.

3.4. Gia tri theo déi diéu tri UBTG va méi lién
quan cua DKK1:

Trong téng sé 33 ca diéu trj cat gan do UBTG,
c6 19 ca dén kiém tra va dwoc lam cac xét nghiém
protein DKK1 huyét thanh va xac dinh mdc do biéu
hién gen DKK1. Thoi gian sau diéu tri cat gan tw
4-20 thang (trung binh 11,68 thang). Két qua cho
thay,co sw thay dbi vé mirc do biéu hién gen DKK1
& thdi diém theo ddi kiém tra sau diéu tri cat gan
(0,98+2,10) gidm so v&i trwde cat gan (2,23+6,49).
DPong théi, mirc dd biéu hién gen DKK1 & thoi diém
sau md cat gan trén 12 thang (0,22+0,09) gidm so
véi trwde thoi diém nay (tr 1-12 thang) véi mire dod
biéu hién gen DKK1 1a 1,28+0,59. Nong dd protein
DKK1 khéng c6 sy thay déi gitra trwé'c va sau cét
gan. Ti lé dwong tinh cta protein DKK1 (= 2,15 ng/
mL) tdng lén sau cat gan (100%) so v&i luc trudc
cat gan (89,47%), song chwa cé y nghia théng ké
(v&ip>0,05).

Twong quan gitra mirc dd biéu hién gen DKK1
va AFP truéc va sau md cat gan cho thay: cac BN
c6 AFP am tinh hay AFP dwong tinh truéc md thi
murc do biéu hién gen DKK1 sau mé cét gan déu
giam so v&i thoi diém trwdc md. Trong khi nébng do
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protein DKK1 huyét thanh c6 gidm di & thoi diém
sau md & cac BN co6 AFP am tinh trwéc md thi gia
tri nay lai tang 1én & thdi diém sau md & cac BN co
AFP dwong tinh truéc mé. Nhivng khac biét nay
déu khéng co y nghia théng ké (v&i p>0,05).

Trong s6 23 trwdng hop dwoc kiém tra sau mé
cat gan, ti 1& c6 AFP am tinh v&i néng do < 20 ng/
mL la 17/23 BN (73,91%), AFP dwong tinh la 6/23

N (26,09%). So sanh vé&i két qua AFP trudc md
(t 18 AFP am tinh trwéc mo la 48,48%, AFP duong
tinh trwdc mé 1a 51,51%) thi thay cé sw tang ré rét
ti 16 AFP am tinh va giam ro rét ti & AFP dwong
tinh sau mé. Dang lwu y, & 17/23 BN AFP am tinh
sau mo naéi trén, c6 10 BN két qua AFP ciing am
tinh tredc md, con 7 BN AFP dwong tinh trudc mb.
Trong s6 6/23 BN AFP dwong tinh sau md, co6 5/6
BN AFP dwong tinh trwéc mb. O 3/5 ca nay, néng
dd AFP tuy con dwong tinh, nhung da gidm nhiéu
va chi c6 1/6 ca AFP dwong tinh nhe sau md v&i
ndng dd 22,5 ng/mL thi trwéc md 1a am tinh.

Nghién clru cta Jeng J.E va cong sw (2014) &
Dai Loan cho thay, mirc d6 DKK1 thuc sy gidm
sau phau thuat cat gan. AFP huyét thanh dwoc xac
dinh 1a mét trong nhirng yéu t6 tién lwong & UBTG.
Vé&i UBTG nguyén phat giai doan muén, nébng do
AFP c6 twong quan véi kich thwéc khéi u va mie
tang AFP sé lam tang nguy co tai phat sém va tién
lwong x4u sau diéu trj triét can. Tuy nhién, nhirng
nghién ctru gan day chi ra rang, AFP khong c6 vai
tro tién lvong véi cac UBTG nhé va mirc do DKK1
huyét thanh 1a mét diu an tién lwong trong UBTG
chwa c6 xam lan. Mrc tding DKK1 huyét thanh
hodc biéu hién gen DKK1 cho thay két qua lam
sang khong tét, dac biét, khi UBTG giai doan sé'm
va UBTG maAFP am tinh. Vi vay, cac BN UBTG cé
biéu hién gen DKK1 cao thwdng cé tién lwong x4u.
Day chinh 14 yéu t6 tién lwong mai trong UBTG.

4. KET LUAN.

Nghién ctru cac BN UTBG c6 nhiém virat HBV,
diéu tri tai Bénh vién TUQP 108, Bénh vién Quan
y 103 va Bénh vién Quan y 175, thdi gian tr nam
2016-2017, két qua:

4.1. Gia tri cia DKK1 trong chan doan va
theo doi diéu tri UBTG:

- V&i ngudng DKK1 = 2,15 ng/mL, ti 1& néng
do protein huyét thanh dwong tinh & cac nhém cat
gan, nhém sinh thiét gan va chung ca 2 nhém trén
lan lwot 1a 93,94%, 98,77% va 97,37%; cao hon
han so véi ti 1&é dwong tinh ctia xét nghiém AFP (Vi
nong d6 = 20 ng/mL) clia cac nhém twong rng trén
lan lwot 1a 51,52%, 69,64% va 62,92%. So sanh
véi nhdm xo' gan thi cac gia tri trung binh ndng do
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protein DKK1 huyét thanh nhém UBTG tang cao ré
rét. Sw khac biét c6 y nghia théng ké voi p < 0,05.

- Phéi hop xét nghiém AFP va biéu hién gen
DKK1 sé& cai thién ti 1& dwong tinh va gitp chan
doan thém & 12,3% sb trwong hop UBTG. Phan
tich logistic cho thay, nguy co mac UBTG & nhém
c6 DKK1 = 2,15 ng/mL cao gép 18,5 lan so Voi
nhém BN xo gan véi p=0,005.

- Mtrc d6 biéu hién gen DKK1 & thei diém theo
ddi kiém tra sau diéu tri cat gan do UBTG giam so
véi trudc cat gan. Bong thdi mire dd biéu hién gen
DKK1 & thoi diém sau md cét gan trén 12 thang
cling gidm hon so véi trwdc thdi diém nay (tv 1-12
thang).

4.2. Méi lién quan cia DKK1 v&i mét sé dic
diém lam sang va can lam sang:

Mtrc d6 biéu hién gen DKK1 gidm khi sb lwvong
u > 2 so v&i mirc do biéu hién gen DKK1 & BN ¢o
1 khdi u. Sy thay ddi gidm nay ciing thay duoc khi
kich thwdc u 2 5cm so v6i kich thwde khéiu <5 cm
va gidm twong tw nhw néng dd AFP lién quan véi
sb lwong u va kich thwéc khéi u.
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