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Cac chi dau sinh hoa hién tai va méi lien quan ung thw
biéu mo te bao gan

Current and new biomarkers of hepatocellular carcinoma

Pham Thi Thu Thiiy, H6 Tin Dat Trung Tam Y Khoa Medic TP. Ho Chi Minh

Tom tat

Ung thu bi€u mo té bao gan ding hang th( sdu trong cac ung thu hay gap trén
thé gidi va la nguyén nhan thi tu gay t&r vong do ung thu. Vi vay van dé chan doan
s6m ung thu that can thiét gidp cho hiéu qua diéu tri tét nhat va phat hién sém tai
phéat lam tang co hoi séng con cho bénh nhan. Ngoai cac phuang tién chan doén hinh
anh nhu: Siéu am, chup cat 16p vi tinh (CT), chup céng hudng tir (MRI), cac dau an
sinh hoc ngay cang té ra cé vai tro trong chan doan ung thu sém, gilp tién doan ung
thu gan trong cac truong hgp viém gan B, C man tinh (CHB, CHC) hay xo gan, giup
theo do6i sau diéu tri va phat hién tai phat. Xét nghiém AFP, AFP-L3, PIVKA Il da dugc
Ung dung nhiéu trong viéc phat hién HCC sém, cho két qua chan doan tét nhat vai
AUROC la 0,86. Theo xu hudng ngay cang phat trién cdc dau an sinh hdéa méi tién
doan ung thu sém ti€p tuc ra doi: M2BPGi, HBcrAg, AKR1B10, AXL, GP73, GPC3...
Trong dé M2BPGi, HBcrAg da dugc st dung & Viét Nam té ra cé gid tri trong quan ly
HCC lién quan virus viém gan B. Do vay méi ky thuat, moi dau an sinh hoc dé chan
doan HCC déu c6 uu va khuyét diém khac nhau nén phai biét dé x&r dung cho hagp ly,
chinh xac va hiéu qua.

Tir khéa: Ung thu bi€u mo té bao gan, dau an sinh hoc, chan doan.

Summary

HCC was ranked as the sixth most common cancer in the world and was the
fourth leading cause of cancer-related deaths. Therefore, the early diagnosis of HCC is
essential for the most effective treatments and early detection of recurrence in order
to increase the patients’ chances of survival. In addition to imaging devices such as
ultrasound, CT, and MRI, biomarkers increasingly play a role in the early diagnosis of
HCC. They help to predict hepatocellular carcinoma in cases of chronic hepatitis B, C
or cirrhosis, to monitor patients after treatment and to detect recurrences. Along with
AFP and AFP-L3, PIVKA Il has been widely applied in early HCC detection, as this
method provides the best diagnostic result with AUROC at 0.86. With the growing
trend of applying markers in early cancer diagnosis, a number of markers continue to
be launched such as M2BPGi, HBcrAg, AKR1B10, AXL, GP73, GPC3, etc. Among them
M2BPGi and HBcrAg have been used in Viet Nam and they prove to be valuabe in
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HBV- related HCC management. Every technique and biomarker used to diagnose
HCC has their advantages and disadvantages. So it is necessary to know how to use
each of them properly, accurately, and effectively.

Keywords: Hepatocellular carcinoma, biomarker, diagnosis.

1. Tinh hinh ung thu gan trén thé giéi
va Viét Nam

Ung thu gan nguyén phat bao gom ung
thu bi€u mo té bao gan (Chiém khodng 75
- 85% truong hogp) va ung thu biéu mé
duong mat trong gan (Intrahepatic
cholangiocarcinoma - chiém 10 - 15%
truong hop) [1, 6].

Ung thu bi€u mo6 té bao gan (Hay goi la
ung thu gan - HCC: Hepatocellular
carcinoma) ding hang th 6 trong cac ung
thu hay gap trén thé gigi va la nguyén
nhan th 4 gay t& vong do ung thu trén thé
gigi trong nam 2018, véi khodang 841 000
truong hgp ung thu gan mdéi va 782 000
truong hop t& vong mdi nam do HCC [7]. Ti
& mac va t& vong do HCC & nam gidi cao
gap 2 - 3 lan so vdi nir 3 hau hét moi vlng
trén thé gidi. Tuy nhién, ung thu gan lai la
ung thu ding hang dau trong cac ung thu
ma&i mac & ca 2 gidi tai Viéet Nam nam 2018
theo Globocan [7], cé 25.335 truong hop
(15,4%), ti 1é ung thu gan mdi & nam la
21,5% va & nt la 7,8% [7]. Do d6 dé kiém
soat tot ung thu gan nhu giam ti 1&é bénh
nhan HCC, chdn doan va diéu tri HCC kip
thoi thi ching ta phai ki€ém soét tot cac yéu
td nguy co clia HCC, quan tam dén HCC va
tam soat chdn doan HCC cang sém cang
tét dé dat duogc két qua diéu tri HCC toét
nhat.

2. Chan doan ung thu gan

Chdan doan sém ung thu gan, cling nhu
da s6 cac loai ung thu khéac, sé giup cho
viéc diéu tri dé dang hon ciing nhu tién
lugng bénh sé tét han. Ung thu biéu mo té
bao gan c6 bi€u hién Idm sang rat da dang
va khong dac hiéu, khé phan biét véi céac
bénh Ii khac tai gan va ngoai gan. Hon n{ra
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cac triéu chdng xuat hién khd mudn khi
khoi u da tién trién dén giai doan mudn. Do
dé céc phuong tién can lam sang gilr mét
vai tro cuc ky quan trong trong chan doan
HCC[1, 4, 5].

VGi su tién bd cla cac ky thuat can lam
sang giup cho nhiéu trudng hgp chan doan
HCC tuong déi dé dang, tuy nhién trong 1
sé truong hop khong dién hinh thi chéan
doan dugc HCC rat khé khan can phai két
hop rat nhiéu yéu té tu tudi, gidi, ching
toc, tién s gia dinh, thdéi quen rugu bia,
bénh ly nguy co HCC, cac xét nghiém mau
va chan dodan hinh anh. C6 khi phai x&r dung
cac bang danh gid khd nang HCC nhu
GALAD [8, 9], hoac cac bang udc lugng
nguy co HCC nhu REACH-B (Risk Estimation
for Hepatocellular Carcinoma in chronic
hepatitis B), PAGE-B (Platelets, Age, Gender
in chronic hepatitis B) [8].

DE& chan doan HCC thong thuong la két
hop cla 4 yéu t6 sau:

1. Cac yéu t6 nguy co HCC.

2. Cac xét nghiém mau, dac biét la
cac chi dau ung thu.

3. Cac ky thuat chdn doan hinh anh.

4. M6 bénh hoc.

3. Vai tro cdac chi dau xét nghiém mau
trong chan doan ung thu gan

Chi ddu ung thu - dau an u (tumour
markers) dugc dinh nghia la mo6t phan tu,
mot chat, hodac mot qua trinh cé thé phat
hién dugc khi bién d6i so véi binh thudng
trong cac bénh Ii lién quan dén u tan sinh.
Cac dau an nay cé thé tim thay trong té
bao, trong md hoac trong dich co thé. Su
thay déi nay cé thé la thay déi vé nong do,
thay d6i vé mat cau trdc hoac thay déi 6 vi
tri sdn xuat cac phan t. M6t dau an u duoc
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coi la Ii tuéng khi dau an dé khéng phat
hién dugc & ngudi binh thuong, chi dugc
san xuat bdi mo ac tinh, dac hiéu cho vi tri
ung thu, néng dé ti 1é véi kich thudc khoi u.

Trong HCC c6 nhiéu loai dau an u khac
nhau dugc phat hién va ng dung trén lam
sang. Cac dau an u nay c6 thé phan chia
thanh nhiéu nhédm vé mat ban chat sinh
héa va sinh hoc phan tu [4, 5, 9, 10, 11,
12]:

Khadng nguyén glycoprotein va khéng
nguyén bao thai (AFP, AFP-L3, GPC3).

Enzyme va déng enzyme (PIVKA I,
GGT, AFU, Human Carbonyl Reductase 2).

Yéu t6 tang trudng va cac thu thé (TGF-
B, TSGF, EGFR, HGF/SF, Osteopontin, VEGF,
IL-8), dau an phan t& (mRNA), ddu an mo
bénh hoc hoc (SCCA, CgA).

Cac dau an méi: M2BPGi, HBcrAg,
Dickkopf-1, cdc khang thé immunoglobin
G.

Céc dau an u trong HCC tuy vao moi
loai c6 thé dung don dbc hoac két hgp vdi
nhau véi muc dich tdm soat, chan doan,
tién lugng, quyét dinh diéu tri. Hién nay
trén thé gidi cé nhiéu nghién clu vé cac
loai dau &n u nay cho ra cac két qua chua
thong nhat, dong thoi quan diém si dung
cac dau an u nay & cac hoi dong thuan,
khu vuc 1&nh thé va timg quéc gia van con
khac nhau. Trong thuc té€ Iam sang hién
nay cac dau an sau day hay dugc st dung.

3.1. AFP (a-fetoprotein)

AFP (a-fetoprotein) la mot glycoprotein
thuéc nhém protein khang nguyén phoi
thai (oncofetal protein). Protein khang
nguyén phoi thai la nhitng protein dugc san
xuat trong thoi ki phat trién cta phoi thai
va hau nhu khong thdy & moé hay té bao
ngudi I16n trudng thanh. AFP dugc san xuat
g tui noan hoang, té€ bao bi€u mé 6ng tiéu
hdéa, gan trong thoi ki phat trién bao thai.
O ngudi 16n khdng mang thai, AFP tén tai

vGi néng do rat thap. O ngudi 16n, ndng dod
AFP tang gap trong tinh trang tai tao té
bao gan (nhu trong viém gan man hay xo
gan), ung thu héa té bao gan (nhu trong
HCC hay trong u nguyén bao gan),
carcinome phdi (hay u té bao mam loai
khong tinh bao), phu ni c6 thai.

Trong s6 cac dau an u cta HCC, AFP la
dau an dugc ap dung dau tién va dén nay
dugc nghién clu tuong doéi rong rai va chi
ti€t nhat. Trong HCC, AFP cé thé dugc dung
dé tdm soat, chan doan, theo doi diéu tri
hoac tién lugng bénh nhan. Tam soat HCC
bang AFP két hop véi siéu am bung van
dugc khuyén céo bdi BO Y té Viét Nam va
cac hoi nghién cu vé gan trén thé gidi [1,
6, 7, 11]. Gia tri diém cat cia AFP tam soat
HCC dugc khuyén cdo phé bién la
20ng/mL.

Tuy nhién AFP dén nay van dugc coi la
khong hiéu qua trong tam soat véi d6 nhay
25% cho khéi u nhd hon 3cm va 50% cho
khoi u I6n han 3cm [11]. Hon nita néng d6
AFP & bénh nhan xo gan dao ddng phan
anh dot cap cta nhiém siéu vi viém gan B
(HBV) hoac siéu vi viém gan C (HCV), dot
bung phat bénh gan man hodc HCC tién
trién [11]. Va chi moét ti 1é nho HCC & giai
doan sém (10 - 20%) bi€u hién bat thuong
nong dé AFP trong huyét thanh, khéng phai
tat cd cac té bao u déu bai tiét AFP. Vi
nhitng Ii do k& trén, AFP khong dugc dung
don dbc trong s dung véi muc dich chan
dodn HCC ma phai két hgp véi cac phuong
tién khac nhu hinh dnh hoc, hoac céac dau
an u khac [11, 12].

3.2. AFP-L3

AFP toan phan dugc chia thanh 3 loai
dong phan glyco- (glycoform) khac nhau
dua vao khd nang gan két véi lectin Lens
culinaris agglutinin (LCA) khac nhau: AFP-
L1, AFP-L2 va AFP-L3. AFP-L1 (hay con goi
la LCA khong phdn Gng, LCA nonreactive,
non-LCA-bound fraction) chiém phan 16n
trong AFP toan phan & nhimng bénh gan
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lanh tinh nhu viém gan man, xo gan. AFP-
L2 c6 &i luc trung binh véi LCA, chiém phan
[6n t&r nguon gbdc cac u tai noan hoang. Ti
Ié AFP-L3 (hay con goi la phan doan LCA
cla AFP, lens culinaris agglutininreactive
fraction of AFP) tang cao lién quan truc tiép
dén HCC véi dac diém u biét héa kém, dac
tinh sinh hoc ac tinh, chlirc nang gan kém,
kich thudc khéi u 16n [9, 10, 12]. Do dé
AFP-L3 c6 thé gilp phén biét vdi cac bénh
nhan tang AFP trong cach bénh Ii lanh tinh
clUa gan. AFP két hop véi AFP-L3 gilp lam
tang d6 dac hiéu cua AFP (dac biét khi
néng doé AFP trong khoang 10 - 200ng/mL).
AFP-L3 c6 thé gitp chan doan sém cac HCC
kich thudc < 2 cm. Mac du néng do AFP-L3
c6 tuong quan vdi ndng db6 cua AFP, tuy
nhién phan tram AFP-L3 doc lap véi nong
dd AFP. Nhung két qud AFP-L3 cé thé
khéng dang tin & bénh nhan cé AFP <
20ng/mL do d6 nhay thap cua thiét bi [11,
12].

Ngudng gid tri cat cha AFP-L3 dugc
khuyén cdo dé€ chadn doan HCC la > 10%
(du d6 nhay thay déi tuy vao tri sé tuyét
doi cta AFP), véi dd nhay Ién dén 90% va
do dac hiéu 60%. Tuy nhién theo mot phan
tich téng hop khac, ngudng cat AFP-L3 >
15% cho két qua tét hon, véi dé nhay 75-
96,9%, do dac hiéu 90-92%. Mot s6 truong
hop AFP-L3 tang cao trudc khi c6 thé phat
hién tén thuong gan bang cac ky thuat
chadn doadn hinh anh, diéu nay gilp cho
ching ta c6 thé phat hién cac truong hgp
HCC rat sém.

3.3. PIVKA Il

PIVKA Il (prothrombin induced by
vitamin K absence-ll, prothrombin gay ra
badi su thiéu hut vitamin K-Il), hay con dugc
goi la DCP (Des-y-carboxyprothrombin) la
mot prothrombin tang bat thuong & bénh
nhan HCC. Trong chu trinh sinh hoéa binh
thuong, tién chat prothrombin duogc
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carboxyl héa sau chuyén ma nhd enzyme
carboxylase phu thudc vitamin K trong
gan. Giam nong do
y-carboxylase dan dén tang téng hop
PIVKA II. Tang muc PIVKA Il trong mau la
hau qua cla viéc thiéu hut vitamin K hoac
do s dung thudéc khang vitamin K, do dé
PIVKA Il c6 thé tadng gid ¢ cac bénh nhan
nay du khéng cé HCC. Trong HCC, su
chuyén hda nay bj can tréd do su (c ché
enzyme carboxylase sau dich ma
(posttranslation) do roi loan trong gene
dan dén tich Iy DCP ma khéng phu thudc
vao su thiéu hut vitamin K [11]. Bén canh
dé mot gid thuyét khéac la vitamin K (c ché
su phat trién u trong moi trudng in vitro, do
do su san xuat PIVKA Il phdn (ng su khiém
khuyét trong con duong (c thé u thong qua
vitamin K [11].

PIKVA 1l c6 thé dugc thé hién bang don
vi la mAU/mL hoac ng/mL (v6i qui déi
tuong duong 1 ng = 52,6mAU). Ngudng cat
cua PIVKA 1l thuong dugc khuyén cao trong
chan doan la 40mAU/mL véi d6 nhay
51,7% va do dac hiéu 86,7% [12]. Tuy
nhién trong nhiéu phan tich gdép cho thay
PIVKA & nong do 100mAU/mL cho dd chinh
xac cao hon, véi dé nhay 48 - 62%, do dac
hiéu 72 - 100%. PIVKA 1l gilip phan biét tot
gilta HCC vd&i cac tén thuong lanh tinh &
gan. Ngoai ra c6 nhirng bdo cédo danh gia
PIVKA Il 1a mot dau an phat hién sy xam
lan tinh mach cta cla khoi u.

Trong 1 nghién clu hoi clu 224 trudng
hop viém gan man hodc xo gan dén kham
tai Khoa Gan - CoOng ty trach nhiém h{ru
han Y té Hoa H3o (Trung tdm Y khoa
Medic) tur thang 01 nam 2016 dén hét
thang 06 nam 2018, trong dé cé 103
trudng hgp dugc chan doan xac dinh HCC
va 121 truong hgp khéng c6 HCC qua chup
cat I6p vi tinh (CT) bung va/hoac chup cbng
hudng tir (MRI) bung. S6 trung vi néng do
cla AFP, AFP-L3, PIVKA 1l trong nhém HCC
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déu cao hon cé y nghia théng ké so vdi
nhém khéng HCC véi p<0,001. Trong 3 dau
an chi cé PIVKA 1l la cé su khac biét co y
nghia théng ké& vé nong do gira nhém u >
20mm va nhém u = 20mm (p<0,001).
Trong 3 dau an chi cé néng do PIVKA Il Ia
cé tuong quan tuyén tinh véi kich thudc
HCC véi hé sé tuong quan thuan r = 0,553
(p<0,001). Trong cac dau an thi PIVKA Il tai
ngudng cat 40mAU/ml cé dd nhay va tri s
tién doan am cao nhat. AFP tai ngudng cat
200ng/ml c6 d6 dac hiéu cao nhat, tri so
tién doan duong khong khac biét véi PIVKA
Il. PIVKA Il cé gid tri chan doan cao nhat
trong 3 dau an. Thém AFP va/hoac AFP-L3
vao PIVKA Il khong lam tang thém gia tri
chan doan mo6t cach cé y nghia théng ké
[2].

Qua nghién clu 210 bénh nhan, trong
doé 70 bénh nhan ung thu biéu mé té bao
gan, 70 bénh nhan viém gan B, C man
hodac xo gan va 70 bénh nhan la nguoi
bénh thuong khdée manh tai Bénh vién
Trung uong Hué, tac gid Tén That Ngoc cé
nhan xét nhu sau: Nong do trung binh chi
diém AFP, AFP-L3 va DCP (PIVKA-II) & nhom
HCC cao hon nhém viém gan man, xo gan
va nhédm nguoi binh thuong (p<0,001); Vi
diém cat AFP > 14,62ng/mL, d0 nhay AFP
trong chan doan HCC 88,6%; do dac hiéu
58,6%; AUC = 0,768; O diém cét AFP-L3 >
10,5%; d0 nhay AFP-L3 trong chan doan
HCC 72,9% va d6 dac hiéu 78,6%; AUC =
0,793; O diém cat DCP (PIVKA-I1) 45mAU/mL
cho d6 nhay va d6 dac hiéu chan doan HCC
cao nhat so véi AFP, AFP-L3 (82,9% va
84,3%; AUC= 0,844); Khi két hgp AFP+DCP
(PIVKA-II) d6 nhay chan doan HCC 92,9%; do
dac hiéu 61,4%. AFP+AFP-L3: D6 nhay 90%
va dd dac hiéu 60%; Khi DCP (PIVKA-Il) +
AFP-L3: D6 nhay 90,0%; d6 dac hiéu 71,4%
va AFP + DCP (PIVKA-II) + AFP-L3: 95,7% va
60% [3].

3.4. Dau an HBcrAg

Dau an sinh hoc méi, c6 nhiéu tinh
nang déc ddo: Tién doan dap Ung diéu tri,
kha nang duy doan HCC va nhiéu Gng dung
trong qudén ly viém gan B man. HBcrAg
chra ba sdn pham dugc ma hda bdi gen
preore/core. HBeAg la mot peptide tuan
hoan cdé ngudn goc tu protein trudc khi
phan gidi protein va dugc tiét ra tir té€ bao
gan. HBcAg la m6t thanh phan cua virion
va tao thanh nucleocapsid bao quanh DNA
cla virus. p22cr la mot tién protein 22 kDa
c6 trong hat tr Dane réng am tinh véi HBV
DNA. Tat cd ba protein déu c6 chung mot
chubi 149 axit amin. HBCcAg, p22cr va
HBeAg déu cé thé dugc do la HBcrAg bang
xét nghiém huyét thanh hoc.

Rat khé tién doan HCC xdy ra 6 bénh
nhan dang diéu tri thuoéc khang siéu vi B
uong (NA). Nong dé cao HBV DNA la yéu to
nguy co xd gan, HCC. HBV DNA am tinh
gidm nguy co HCC nhung diéu nay khong
hoan toan ding. Nhiéu dau an lién quan
phét trién HCC & bénh nhan CHB bao gom
HbcrAg [11].

HBcrAg thi chinh xac hon HBV DNA
trong tién doan HCC doi véi bénh nhan
viém gan B man (CHB) chua ting diéu tri.
Trong qua trinh theo d&i bénh nhan CHB
khong diéu tri, c6 dot bién core promoter
v6i HbcrAg > 2,9 log cé kha nang xay ra
HCC. Trong moét nghién clu khac ngudi ta
thdy rang, HBcrAg la yéu t6 dbc lap tién
dodn HCC & bénh nhan cé lugng virus
trung binh (2,000 - 19,999IU/mL), khi
HBcrAg 4 log cho thay nguy co cao HCC.

D6i véi bénh nhan diéu tri NA, mac du
HBV DNA am tinh nhung HCC van xay ra.
Khd nang ung thu xdy ra sau 3 nam la
13,6%, 5 nam la 17,7% khi HBcrAg > 3,4
log & thoi diém HBV DNA am tinh. Kha
nang ung thu xdy ra sau 3 nam la 0%, 5
nam la 2,4% khi HBcrAg < 3,4 log & thoi
diém HBV DNA &m tinh. Sau diéu trj
HbcrAg > 3,9log tién dodn nguy co HCC véi
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ti s6 chénh 5,95. D€ tim hi€u hiéu qua lau
dai cha diéu tri NA, ngudi ta da so sanh
bénh nhan CHB c6 diéu tri NA va khong
diéu tri, ngudi ta thady rang HBcrAg ban
dau cao va dot bién BCP dé tién trién ung
thu du c6 diéu tri hay khéng. Nghién clu
ma&i day cho thay rang két hgp HBsAg dinh
lugng va HBcrAg la dau an hiéu qua danh
gida HCC xdy ra & bénh nhan CHB. Nguosi ta
thdy rang bénh nhan HBeAg &m tinh, HCC
hay xay ra & bénh nhan HBsAg thap va
HBcrAg cao mac du diéu tri NA [11, 12].

Mlc d6 HBcrAg trudc phau thuat 1a dau
an c6 giad tri dé theo doéi tai phat HCC,
nhiéu nghién cdu da xac nhan diéu nay.
Trong moét nghién cdu 55 bénh nhan
HbcrAg > 4,8log Iic chan doan HCC va ti
sO rui ro la 8,89 trong tién doan tai HCC
sau 2 nam. Cudi cung ti |é s6ng con trong
nhém HBcrAg cao lai thdp hon nhdém
HBcrAg thap [11, 12].

3.5. Dau 4n M2BPGi

Nam 2013 M2BPGi dugc gidi thiéu nhu
dau an sinh héa danh gid xo hda gan. Gan
xo héa lam thay d6i chudi duong M2BP,
sau khi gan két glycosylation tao thanh
M2BPGi, mic d6 M2BPGi nay tuong quan
dang k€& vadi su tién trién clda xo hda gan
[11, 12].

Ngoai ra, nong d6 M2BPGi c6 thé tién
lugng vé nguy co phat trién HCC & CHB,
viem gan C man (CHC) hoac bénh gan
nhiém ma& khoéng do rugu. Hon nira, ¢ bénh
nhan CHC cé dap Ung virus kéo dai sau
diéu tri DAA, M2BPGi la yéu to tién lugng
cho sy phat trién ctia HCC & nhiing bénh
nhan khong c6 tién s HCC trudc dé. Mirc
M2BPGi du doan su phat trién HCC & bénh
nhan CHB. Ngoai ra, M2BPGi hiéu quda hon
AFP dé& du doén su xuat hién cada HCC va la
mot yéu té du doan doc lap cha HCC. Jun
va cOng su da nghién cGu 947 bénh nhan
nhiém HBV hodac HCV don thuan va khéng
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c6 HCC & thoi diém ban dau. M2BPGi c6 gié
tri cao hon dang ké & nhitng bénh nhan bj
X0 gan (2,67 so véi 0,80; p<0,001) va
nhirng nguoi phat trién HCC (3,22 so Vvdi
1,16; p<0,001). M2BPGi vuot tréi so véi
AFP cho bénh nhan CHB (0,84 so véi 0,75;
p=0,02) [11]. & nhiing bénh nhan CHB
duoc diéu tri NA, mdc M2BPGi trugc khi
diéu tri va 48 tuan sau khi bat dau diéu tri
NA la mot chi so tién dodn su xuat hién cta
HCC. O nhitng bénh nhan c6 HBV DNA
khong phat hién dugc trong khi diéu tri NA,
muc M2BPGi truéc diéu tri cao hon cdé lién
quan dén tang nguy co phat trién HCC. O
nhitng bénh nhan bi HCC lién quan dén
HBV, muic do M2BPGi la yéu t6 tién doan
doéc lap bénh nhan CHB cé HCC tai phat
sau diéu tri phau thuat (Bang 1) [11].

Bang 1. Ung dung lam sang M2BPGi
cho bénh nhan viém gan B man

Loai o yen Luon
bénh Dau hicu Mzépgi
Ganxo | g s p2 > 1,06
héa
HCE CHB nguy co = 1.8 cho I\3N
xuat cao HCC X0 gan va
hién hay khéng xo gan
tai phat | HBeAg (-) nguy < 0,68
co thap HCC
Phat trién HCC M2BPGi
3 CHB cé xo gan | based score
dang tri NA = 652,5 ban
dau
Phét trién HCC > 1,215 tuan
& CHB dang tri 48
NA
Phat trién HCC > 0,69 ban
G CHB dau

M2BPGi based core= 8* tudi + 7*
M2BPGi
ban dau + 10*BMI
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4. Xu hudéng tuong lai cac chi dau xét
nghiém mau trong chan doan ung thu
gan

Nhiéu xét nghiém dau an ung thu gan,
k€ cd cac xét nghiém & mlc do gen dang
dugc phat trién nham muc dich cai thién
kha nang phat hién sé6m HCC véi do6 nhay
va d6 dac hiéu cao, tuy nhién cac xét
nghiém nay chua dugc cdng nhan va xu
dung réng rai.

1. AKR1B10 (aldo-keto reductase family
1 member B10): D6 nhay va do dac hiéu la
81% va 60,9% vdéi gid tri ngudng
1,51ng/mL. Khi két hogp AKR1B10 va AFP
giup nang cao c6 y nghia do6 nhay va dé
dac hiéu chdn dodn HCC [10, 111].

2. AXL: La 1 thu thé cula tyrosine kinase
gap trong cac truong hop ung thu, bao
gom HCC. AXL c6 thé phat hién HCC giai
doan rat sém véi d6 nhay va dé chuyén
biét la 76,9% va 69,2% [12].

3. Thioredoxin: Cé thé phat hién HCC
giai doan sém vdéi d6 nhay va d6 dac hiéu
70% va 89%; khi két hgp vGi AFP tang Ién
la 83% va 94% [12].

4. GP 73: Cau tao 400 amino acid. Mot
sé nghién clu cho thay tang GP 73 tang
trong HCC. GP 73 gilp chan doan HCC vdi
dé nhay va do dac hiéu la 75% va 97%,
cao hon so vGi AFP [12].

5. GPC3: Cau tao gdbm 580 amino acid,
dugc méa hoéa béi gen GPC3 trén nhiém sac
thé X. Trong 1 phan tich gbp tir 19 nghién
clu cho thay d6 nhay va d6 dac hiéu cla
GPC3 la 55% va 84%. DBac biét do dac hiéu
cla GPC3 cao hon cé y nghia khi truy tim
HCC sém [12].

6. Cac RNAs khdng ma héa (non-coding
RNAs: miRNA and long non-coded RNA;
IncRNA) tang c6 y nghia trong HCC, dac
biét do nguyén nhan la viém gan siéu vi C
[10].

7. Cac DNA khoéi u vong (Circulating
tumor DNA-ctDNA) va cac RNA khéng ma
héa (non-coding RNAs -ncRNAs) ndéi Ién
nhu 1 dau an sinh hoc gitp cho chan doan
HCC & giai doan sém va dang tin cay hon
[11, 12]. Véi cac cell-free DNA (cfDNA) két
hop véi AFP va tuGi bénh nhan gilp cho
chan doan HCC véi d6 nhay 87% va d6 dac
hiéu 100% [12].

8. Dickkopf-1 (DKK-1) DKK-1 la mot
glycoprotein la chat bai tiét doéi khang cua
Wnt/beta-catenin. Mac du chlc nang chi
ti€t cta né van chua dugc hiéu rd, nhung
su gia tang biéu hién DKK-1 x3y ra trong
nhiéu loai ung thu, bao gom ca da u tuay,
ung thu tuyén tién liét va HCC [11, 12].

9. Cac khang thé IgG luu hanh: Trong
cac nghién clru gan day, Wang va cong su
da phat hién ra rang cac khang thé IgG
trong huyét thanh choéng lai cac khang
nguyén peptit tuyén tinh cé nguén goc tu
protein pl6, ti€u don vi a cla thu thé
interleukin 2 (con goi la CD25) va yéu t6
phién ma forkhead/winghelix P3 (FOXP3)
da bi thay d6i dang ké trong bénh nhéan
HCC. Do do, khang thé IgG Iuu hanh déi véi
cac phan ti dich nay cé thé la giad tri chan
doan hoac tién lugng cho cac khéi u dac.
MUlc huyét thanh cda khang thé IgG doi véi
pl6a, CD25a va FOXP3 & bénh nhan HCC
cao hon dang ké so v6i doi tugng ching
[11, 12].

5. Két luan

Ung thu bi€u mod té bao gan (HCC) la 1
ung thu khé diéu tri va tién lugng nang néu
phat hién tré. Chan doan sém va chinh xac
ung thu bi€u mo té bao gan gdép phan quan
trong trong lua chon phuong phéap diéu tri
cling nhu tién lugng thoi gian séng con cua
bénh nhan. Trong khi ti 1é HCC tai Viét
Nam van con cao nén nhiém vu dat ra cho
ngudi thay thu6c phai biét van dung uyén
chuyén tat ca cac phuong tién chan doan
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trong tay dé lam sao phat hién dugc

HCC cang sém cang tét. M6i phuong tién,
moi xét nghiém dé chdn doan HCC déu cé
cac uu nhugc diém khac nhau nén phai
biét dé x&r dung cho hop ly, chinh xac va
hiéu qua.

Tai liéu tham khao

1.

35

BO Y té (2020) Hudéng dan chan doan va
diéu tri ung thu biéu md té€ bao gan.
Quyét dinh 3129/Qb-BYT.

Phung Huy Hoang (2018) Nghién ctu gia
tri cia AFP, AFP-L3, PIVKA Il trong chén
doan ung thu biéu mé té bao gan. Luan
van bac si ndi trd, chuyén nghanh noi
khoa. Truong Dai hoc Y khoa Pham Ngoc
Thach.

T6n That Ngoc (2021) Nghién ciru gia tri
cua Alpha-fetoprotein, Alpha-fetoprotein-
len 3 VA Des -gamma- carboxy-
prothrombin trong chdn doan va diéu tri
ung thu biéu mé té bao gan. Luan an tién
si y hoc. Chuyén nganh: Hdéa sinh Y hoc.
Truong Dai hoc Y Ha Noi.

Aakash Desai et al (2019) Hepatocellular
carcinoma in non-cirrhotic liver: A
comprehensive review. World ] Hepatol
11(1): 1-18.

Marrero JA, Kulik LM, Sirlin CB et al
(2018) Diagnosis, staging, and
management of hepatocellularn
carcinoma: 2018 practice guidance by
the american association for the study of

10.

11.

12.

liver diseases. Clin Liver Dis (Hoboken)
13(1):1. doi: 10.1002/cld.802.

EASL (2018) Clinical practice guidelines:

management of hepatocellular
carcinoma. Journal of Hepatology 69:
182-236.

Bray F et al (2018) Global Cancer
Statistics 2018: GLOBOCAN Estimates of
Incidence and Mortality Worldwide for 36
cancers in 185 countries. Ca Cancer ] Clin
68: 394-424.

Francica G, Borzio M (2019) Status of,
and strategies for improving, adherence
to HCC screening and surveillance.
Journal of Hepatocellular Carcinoma 6:
131-141.

Lim J, Singal AG (2019) Surveillance and
diagnosis of hepatocellular carcinoma.

Clinical Liver Disease 13(1): 1-5. doi:
10.1002/cld.761.

Partha Pratim Bose, Urmimala
Chatterjee (2019) Advances in early

diagnosis of hepatocellular Carcinoma.
Hepatoma Res 5(24): 1-9.

Takako Inoue et al (2020) Novel
biomarkers for the management of
chronic hepatitis B. Clinical and Molecular
Hepatology 26: 261-279.

Tiong Sun China et al (2019) Molecular
diagnosis of hepatocellular carcinoma:
Trends in biomarkers combination to
enhance early cancer detection.
Hepatoma Res 5(9): 1-14.



	Trung Tâm Y Khoa Medic TP. Hồ Chí Minh

