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Tém tit:

Ung thw biéu mé té bao gan ditng hang thir sdu trong cdc ung thuw hay gap
trén thé giéi va la nguyén nhdn thir tie gay tir vong do ung thw. Vi vdy van dé
chan dodn sém ung thw thdt can thiét giup cho hiéu qua diéu tri tot nhat va
phat hién som tai phat lam tang co hoi song con cho bénh nhan. Ngoai cac
phuong tién chan dodn hinh anh nhw: siéu dm, chup cdt [op vi tinh (CT),
chup c¢éng huéng tir (MRI), cdc ddu dn sinh hoc ngay cang té ra cé vai tro
trong chdn dodn ung thie sém, givip tién dodn ung thw gan trong cdc trieong
hop viém gan B, C man tinh (CHB, CHC) hay xo gan, gitip theo déi sau diéu
tri va phat hién tai phat. Xét nghiéem AFP, AFP-L3, PIVKA Il da dwoc ung
dung nhiéu trong viéc phat hién HCC sém, cho két qua chdn dodn tot nhat
véi AUROC la 0,86. Theo xu hwdng ngdy cang phdt trién cdc ddu dn sinh
héa méi tién dodn ung thie sém tiép tuc ra doi: M2BPGi, HBcrAg, AKRIBIO0,
AXL, GP73, GPC3... ... Trong do M2BPGi, HBcrAg da duoc sur dung o Viét
Nam to ra co gia tri trong quan ly HCC lién quan virus viém gan B.

Do viy méi kj thudt, méi dau an sinh hoc dé chan doan HCC déu c6 wu va
khuyét diém khdc nhau nén phdi biét dé xir dung cho hop 1y, chinh xdc va
hiéu qua.

CURRENT AND NEW BIOMARKERS OF HEPATOCELLULAR
CARCINOMA (HCC)

Abstract:

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 II 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, AKRIBI0),
AXL, GP73, GPC3, etc. Among them M2BPGi and HBcrAg have been used
in Viet Nam and they prove to be valuabe in 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.

I. TINH HINH UNG THU GAN TREN THE GIOI VA VIET NAM.

Ung thu gan nguyén phat bao gém ung thu biéu mo té bao gan (Chiém
khoang 75-85% truong hop) va ung thu biéu mo dudng mat trong gan
(Intrahepatic cholangiocarcinoma — chiém 10-15% truong hop) .

Ung thu biéu mo té bao gan (Hay goi 1a ung thu gan — HCC: Hepatocellular
carcinoma) dimg hang thtr 6 trong cac ung thu hay gip trén thé gidi va la
nguyén nhan thir 4 gay tir vong do ung thu trén thé gidi trong nam 2018, voéi
khoang 841 000 truong hop ung thu gan mai va 782 000 truong hop tir vong
mdi nam do HCC 7. Ti 1& méc va tir vong do HCC ¢ nam gidi cao gap 2-3
1an so v&i nir & hau hét moi ving trén thé gidi. Tuy nhién, ung thu gan lai la
ung thu dimg hang dau trong cac ung thu méi mac & ca 2 gidi tai Viét Nam
nam 2018 theo Globocan 7, ¢6 25 335 truong hop (15,4%); Ti 1¢ ung thu gan
moi & nam 13 21,5% va & nit 13 7,8% 7. Do d6 dé kiém soat t6t ung thu gan
nhu giam ti 1€ bénh nhan HCC, chan doan va diéu tri HCC kip thoi thi ching
ta phai kiém soat tot cac yéu td nguy co cua HCC, quan tam dén HCC va
tdm soat chan doan HCC cang sém cang tot dé dat dugc két qua diéu tri
HCC tot nhat.

II. CHAN POAN UNG THU GAN.

Chén doan som ung thu gan, cling nhu da sb cac loai ung thu khac, s& gitp
cho viéc diéu tri dé dang hon ciing nhu tién luong bénh sé& tot hon. Ung thu
biéu mo té bao gan c6 biéu hién 1am sang rat da dang va khong dic hiéu, kho
phan biét voi cac bénh li khac tai gan va ngoai gan. Hon nita cac triéu chimg
xuét hién kha mudn khi khdi u di tién trién dén giai doan mudn. Do dé cac
phuong tién can 1am sang giit mot vai trd cuc ky quan trong trong chan doan
HCC 43,



Véi sy tién bd cua cac ky thuat can lam sang giap cho nhiéu truong hop
chan doan HCC ‘tuong d6i dé dang, tuy nhién trong 1 sO truong hop khong
dlen hinh thi chan doan duoc HCC rat kho khan can phai két hop rat nhiéu
yéu t6 tir tudi, gidi, chung toc, tién sir gia dinh, théi quen ruou bia, bénh 1y
nguy co HCC, cac xét nghiém méu va chan doan hinh anh. C6 khi phai xu
dung céac bang danh gia kha nang HCC nhu GALAD 3°, hodc cic 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) ®.
Pé chan doan HCC thong thuong 13 két hop cia 4 yéu to sau:

1. Céc yéu t6 nguy co HCC.

2. Céc xét nghiém mau, dac biét 1a cac chi dau ung thu.

3. Cac k¥ thuét chan doan hinh anh.

4. Mo bénh hoc.

IIL. VAI TRO CAC CHI DAU XET NGHIEM MAU TRONG CHAN
POAN UNG THU GAN.

Chi dau ung thu - ddu 4nu (tumour markers) dugc dinh nghia la mot phan tu,
mot chat, hoic mot qua trinh co thé phat hién dugc khi blen d6i so voi binh
thuong trong cac bénh li lién quan dén u tan sinh. Cac du 4n ‘nay co thé tim
thay trong_ e bao, trong m6 hodc trong dich co thé. Su thay doi nay c6 thé 1a
thay doi vé noéng do, thay d6i vé mat cdu trac hodc thay 601 & vi tri san xuat
cac phan tir. Mot ddu an u duoge coi 1a 1i tudng khi dau 4n d6 khong phat
hién dugc & ngudi binh thudong, chi dugc san xuét boi mo 4c tinh, dic hiéu
cho vi tri ung thu, néng dd ti 1é voi kich thude khéi u.

Trong HCC c6 nhiéu loai ddu an u khac nhau duoc phat hién va tmg dung
trén 14m sang. Cac ddu an u nay co thé phan chia thanh nhiéu nhém vé mit
ban chit sinh héa va sinh hoc phan tir 459101112,

- Khang nguyén glycoprotein va khang nguyén bao thai (AFP, AFP-
L3, GPC3).

- Enzyme va dong enzyme (PIVKA II, GGT, AFU, Human Carbonyl
Reductase 2).

- Yéu tb tang truong va cac thu thé (TGF-B, TSGF, EGFR, HGF/SF,
Osteopontin, VEGF, IL-8), ddu an phan tir (mRNA), ddu 4n mé bénh hoc
hoc (SCCA, CgA).

- Céac dau 4n méi: M2BPGi, HBcrAg, Dickkopf-1, cac khang thé
immunoglobin G.

Céc diu an u trong HCC tiy vao mdi loai c6 thé dung don doc hodc két hop
v6&i nhau véi muc dich tAm soét, chan doén, tién luong, quyét dinh diéu tri.



Hién nay trén thé gioi ¢o nhiéu nghién ctru vé cac loai dau an u nay cho ra
cac két qua chua théng nhat, dong thoi quan diém st dung cac dau 4n u nay
o céac hoi dong thuan, khu vyc 1anh thd va timg quéc gia van con khac nhau.
Trong thyc té 14m sang hién nay cic diu an sau day hay duogc sir dung.

1. AFP (o-fetoprotein): 1a mot glycoprotein thugc nhom protein khang
nguyén phoi thai (oncofetal protein). Protein khang nguyén phoi thai la
nhimg protein dugc san xuét trong thoi ki phat trién ctia phoi thai va hau nhu
khong thiy & mo hay té bao nguoi 1on truong thanh. AFP duge san Xuat 4
tai nodn hoang, t& bao biéu mé dng tiéu hoa, _gan trong thoi ki phat trién bao
thai. O nguoi 16n khong mang thai, AFP t6n tai véi nong do rat thap. O
ngudi 16n, ndng dd AFP ting gip trong tinh trang tai tao té bao gan (nhu
trong viém gan man hay xo gan), ung thu hoa té bao gan (nhu trong HCC
hay trong u nguyén bao gan), carcinome phdi (hay u t& bao mam loai khong
tinh bao), phu ntr 6 thai.

Trong s6 cac ddu 4n u cua HCC, AFP 1a diu 4n dugc ap dung dau tién va
dén nay dugc nghién ctu twong ddi rong rai va chi tiét nhat. Trong HCC,
AFP ¢6 thé duoc dung dé tam soat, chan doan, theo ddi diéu tri hodc tién
luong bénh nhan. Tam soat HCC bang AFP két hop véi siéu 4m bung van
duoc khuyén cao boi bo y t& Vit Nam va cac hoi nghién ciru vé gan trén thé
gioi 071 Gi4 tri diém cat caa AFP tdm soat HCC dugc khuyén cdo phd
bién 1a 20 ng/mL.

Tuy nhién AFP dén nay van duoc coi 1a khong hiéu qua trong tim soat véi
d6 nhay 25% cho khédi u nhé hon 3cm va 50% cho khdi u 16n hon 3cm .
Hon nira ndng d6 AFP & bénh nhan xo gan dao dong phan anh dot cip cua
nhiém siéu vi viém gan B (HBV) hoic siéu vi viém gan C (HCV), dot bung
phat bénh gan man hoic HCC tién trién ''. Va chi mét ti 1é nho HCC & giai
doan som (10-20%) biéu hién bat thuong ndng dd6 AFP trong huyét thanh,
khong phai tit ca cac té bao u déu bai tiét AFP. Vi nhiing 1i do ké trén, AFP
khong duoc dung don doc trong sir dung v6i muc dich chan doan HCC ma
phai két hop véi cac phuong tién khac nhu hinh anh hoc, hodc cac dau an u
khac 112,

2. AFP-L3: AFP toan phan duoc chia thanh 3 loai dong phan glyco-
(glycoform) khac nhau dua vao kha ning gin két véi lectin Lens culinaris
agglutinin (LCA) khéc nhau: AFP-L1, AFP-L2 va AFP-L3. AFP-L1 (hay
con goi la LCA khong phan tng, LCA nonreactive, non-LCA-bound
fraction) chiém phan 16n trong AFP toan phan & nhiing bénh gan lanh tinh
nhu viém gan man, xo gan. AFP-L2 c¢ ai lyc trung binh voi LCA, chiém
phan 16n tir ngudn gdc cac u thi nodn hoang. Ti 16 AFP-L3 (hay con goi 1a
phan doan LCA cua AFP, lens culinaris agglutininreactive fraction of AFP)
tang cao li€n quan truc tiép dén HCC véi dac diém u biét hoa kém, dic tinh



sinh hoc 4c tinh, chirc ning gan kém, kich thudc khdi u 1on *'%'2. Do d6
AFP-L3 ¢6 thé gitip phan biét voi cac bénh nhan ting AFP trong cach bénh
li lanh tinh cua gan. AFP két hop voi AFP-L3 gitp lam tang do dic hiéu cua
AFP (dic biét khi ndng d6 AFP trong khoang 10-200 ng/mL). AFP-L3 c6
thé giup chan doan sém cac HCC kich thudc < 2 cm. Mic du nong do AFP-
L3 c6 twong quan voi ndng do ciia AFP, tuy nhién phan trim AFP-L3 doc
1ap voi nong d6 AFP. Nhung két qua AFP-L3 c¢6 thé khong dang tin ¢ bénh
nhan c6 AFP < 20 ng/mL do d6 nhay thap cta thiét bj '"12.

Ngudng gia tri cat cia AFP-L3 duoc khuyén cédo dé chan doan HCC 1a >
10% (du d6 nhay thay doi ty vao tri s6 tuyét d6i cua AFP), véi do nhay 1én
dén 90% va do dic hiéu 60%. Tuy nhién theo mdt phan tich téng hop khac,
ngudng cit AFP-L3 > 15% cho két qua tdt hon, v4i do nhay 75-96,9%, do
dic hidu 90-92%. Mot s6 truong hgp AFP-L3 ting cao trudc khi ¢6 thé phat
hién tén thuong gan bang cac k¥ thuat chan doan hinh anh, diéu nay giup
cho chiing ta ¢ thé phat hién cac trudng hop HCC rat som.

3. PIVKA II (prothrombin induced by vitamin K absence-II, prothrombin
gy ra boi su thiéu hut vitamin K-II), hay con dugc goi 1a DCP (Des-y-
carboxyprothrombin) 13 mot prothrombin ting bat thuong ¢ bénh nhan HCC.
Trong chu trinh sinh hoa binh thuong, tién chat prothrombin duogc carboxyl
hoa sau chuyén ma nhd enzyme carboxylase phu thudc vitamin K trong gan.
Giam ndng do y-carboxylase dan dén ting tong hop PIVKA II. Tang mic
PIVKA 1II trong mau 1a hau qua cua viéc thiéu hut vitamin K hodc do sir
dung thudc khang vitamin K, do d6 PIVKA 1II ¢ thé ting gia & cic bénh
nhan nay du khéng c6 HCC. Trong HCC, su chuyén héa nay bi can tré do su
trc ché enzyme carboxylase sau dich mé (posttranslation) do rdi loan trong
gene dan dén tich liy DCP ma khong phu thudc vao su thiéu hyt vitamin K
1. Bén canh d6 mot gia thuyét khac 1a vitamin K trc ché sy phat trién u trong
moi trudng in vitro, do d6 su san xuit PIVKA II phan tng su khiém khuyét
trong con dudng tc thé u thong qua vitamin K .

PIKVA 1II ¢6 thé duoc thé hién bang don vi 1d mAU/mL hodc ng/mL (véi
qui dbi twong duong 1 ng = 52,6 mAU). Ngudng cat cia PIVKA II thuong
duoc khuyén cdo trong chan doan 1a 40 mAU/mL véi do nhay 51,7% va do
dic hiéu 86,7% '2. Tuy nhién trong nhiéu phan tich gop cho thdy PIVKA &
néng dé 100 mAU/mL cho @ chinh xac cao hon, vdi do nhay 48-62%, do
dic hiéu 72-100%. PIVKA 1II giup phan biét tt gitta HCC véi cac ton
thuong lanh tinh & gan. Ngoai ra c6 nhiing bdo cao danh gid PIVKA 1II 1a
mot dau 4n phat hién sy xam l4n tinh mach ctra cta khéi u.

Trong 1 nghién ctru hdi ctru 224 trudng hop viém gan man hodc xo gan dén
kham tai Khoa Gan — Céng ty trach nhiém hitu han Y té Hoa Hao (Trung
tam Y khoa Medic) tir thang 01 nam 2016 dén hét thang 06 nim 2018, trong



d6 c6 103 trudong hop duoc chan doan xac dinh HCC va 121 trudng hop
khong c6 HCC qua chup cit 16p vi tinh (CT) bung va/hodc chup cong hudng
tir (MRI) bung. S trung vi néng d6 cua AFP, AFP-L3, PIVKA II trong
nhém HCC déu cao hon c6 y nghia thdng ké so véi nhém khong HCC véi p
<0,001. Trong 3 d4u an chi c6 PIVKA 11 14 c6 su khac biét c6 y nghia thong
ké vé nong do giita nhém u > 20mm va nhém u < 20mm (p< 0,001). Trong 3
dau an chi ¢6 néng d6 PIVKA I 14 ¢6 twong quan tuyén tinh véi kich thudce
HCC vo1 h¢ s6 twong quan thuén r = 0,553 (p < 0,001). Trong cac dau an thi
PIVKA 1I tai ngudng cat 40 mAU/ml c6 do nhay va tri s0 tién doan &m cao
nhét. AFP tai ngudng cat 200 ng/ml c6 do dac hi€u cao nhat, tri sd tién doan
duong khong khac biét véi PIVKA II. PIVKA 1II ¢6 gia tri chin doan cao
nhit trong 3 ddu 4n. Thém AFP va/hoic AFP-L3 vao PIVKA II khong lam
tang thém gid tri chin doan mot cach co y nghia thong ké 2.

Qua nghién ctru 210 bénh nhén, trong d6 70 bénh nhan ung thu biéu mo té
bao gan, 70 bénh nhan viém gan B, C man hodc xo gan va 70 bénh nhan la
nguoi bénh thuong khée manh tai Bénh vién Trung uwong Hué, tac gia T.T.
Ngoc ¢6 nhan xét nhu sau: Néng dd trung binh chi diém AFP, AFP-L3 va
DCP(PIVKA-II) & nhém HCC cao hon nhom viém gan man, X0 gan va
nhom nguoi binh thuong (p< 0,001); Véi diém cit AFP > 14,62ng/mL, d6
nhay AFP trong chan doan HCC 88,6%: d6 dic hiéu 58,6%; AUC= 0,768;
O diém cat AFP-L3 >10,5%; d6 nhay AFP-L3 trong chan doan HCC 72,9%
va d6 dic hidu 78,6%; AUC=0,793 ; O diém cit DCP(PIVKA-II)
45mAU/mL cho d6 nhay va d§ dac hi¢u chan doan HCC cao nhat so véi
AFP, AFP-L3 (82,9% va 843%; AUC= 0,844); Khi két hop
AFP+DCP(PIVKA-IT) d§ nhay chan doan HCC 92,9%; d6 dic hiéu 61,4%.
AFP+AFP-L3: d0 nhay 90% va do6 dac hiéu 60%; Khi DCP(PIVKA-
II)+AFP-L3: @6 nhay 90,0%; do dac hiéu 71,4% va AFP+DCP(PIVKA-
I)+AFP-L3: 95,7% va 60% >.

4. DAu 4n HBcrAg:

Dau 4n sinh hoc mdi, ¢ nhiéu tinh nang doc dao: tién doan dap tmg dicu tri,
kha nang dy doan HCC va nhiéu ing dung trong quan 1y viém gan B man.
HBcrAg chira ba san pham dugc ma hoa boi gen preore / core. HBeAg la
mot peptlde tuan hoan c6 nguon goc tir protein trude khi phan giai protein va
duoc tiét ra tir té bao gan. HBcAg 1a mot thanh phan cta virion va tao thanh
nucleocapsid bao quanh DNA cua virus. p22cr 1a mét tién protein 22 kDa c6
trong hat tir Dane rong 4m tinh v6i HBV DNA. Tét ca ba protein déu c6
chung mét chudi 149 axit amin. HBcAg, p22cr va HBeAg déu co thé duoc
do 12 HBcrAg bang xét nghiém huyét thanh hoc.

Rét kho tién doan HCC xay ra & bénh nhan dang diéu tri thudc khang siéu vi
B udng (NA). Nong d6 cao HBV DNA 1a yéu t6 nguy co xo gan, HCC.



HBV DNA am tinh giam nguy co HCC nhung diéu nay khéng hoan toan
dung. Nhiéu ddu 4n lién quan phét trién HCC & bénh nhan CHB bao gdm
HbcrAg .

HBcrAg thi chinh xac hon HBV DNA trong tién doan HCC déi véi bénh
nhan viém gan B man (CHB) chua timg diéu tri. Trong qua trinh theo ddi
bénh nhan CHB khong diéu tri, c6 dot bién core promoter véi HBcrAg>2,9
log c6 kha niang x4y ra HCC. Trong mdt nghién ciru khac ngudi ta thay rang,
HBcrAg 1a yéu t6 doc 1ap tién doan HCC & bénh nhan c6 lugng virus trung
binh (2.000—19.999 TU/mL), khi HBcrAg 4 log cho thay nguy co cao HCC.
Péi voi bénh nhan diéu tri NA, mic di HBV DNA am tinh nhung HCC van
xdy ra. Kha nang ung thu xdy ra sau 3 ndm 1a 13,6% , 5 nam 1a 17,7 % khi
HBcrAg > 3,4 log ¢ thoi diém HBV DNA am tinh. Kha ning ung thu xay ra
sau 3 nam 1a 0%, 5 nam 1a 2,4 % khi HBcrAg <3,4 log ¢ thoi diém HBV
DNA am tinh. Sau diéu trj HBcrAg>3,9log tién doan nguy co HCC véi ti sb
chénh 5,95. Pé tim hiéu hiéu qua lau dai cua diéu tri NA, nguoi ta da so
sanh bénh nhan CHB c6 diéu tri NA va khong diéu tri, nguoi ta thiy rang
HBcrAg ban dau cao va dot bién BCP d& tién trién ung thu du c6 diéu tri hay
khong. Nghién ciru méi day cho thay rang két hop HBsAg dinh lugng va
HBcrAg 1a dau an hiéu qua danh gia HCC xdy ra & bénh nhan CHB. Nguoi
ta thdy rang bénh nhian HBeAg am tinh, HCC hay xdy ra ¢ bénh nhan
HBsAg thap va HBcrAg cao mic du diéu tri NA 'M12,

Mirc d6 HBcrAg trudc phiu thuat 1a dau an co gia tri dé theo doi tai phat
HCC, nhiéu nghién ctru dd xac nhan diéu nay. Trong mot nghién ctu 55
bénh nhan HBcrAg> 4,8log luc chan doan HCC va ti s rui ro 1a 8,89 trong
tién doan tai HCC sau 2 ndm. Cudi cung ti 1& sng con trong nhém HBcrAg
cao lai thdp hon nhém HBcrAg thap 2.

5. Dau 4n M2BPGi

Nam 2013 M2BPGi duoc gidi thiéu nhu diu 4n sinh héa danh gia xo hoa
gan. Gan xo hoa lam thay ddi chudi duong M2BP, sau khi gin két
glycosylation tao thanh M2BPGi, mirc 0 M2BPGi nay tuong quan déng ké
v6i sy tién trién ctia xo hoa gan ''2,

Ngoai ra, ndng d6 M2BPGi ¢o thé tién lugng vé nguy co phat trién HCC &
CHB, viém gan C man (CHC) ho#ic bénh gan nhiém md khéng do ruou. Hon
nita, & bénh nhan CHC c6 dap tng virus kéo dai sau diéu tri DAA, M2BPGi
1a yéu t6 tién lugng cho su phat trién ciia HCC & nhiing bénh nhan khéng c6
tién st HCC trudc d6. Mac M2BPGi dy doan sy phat trién HCC ¢ bénh
nhan CHB. Ngoai ra, M2BPGi hiéu qua hon AFP dé dy doan sy xuét hién
ciua HCC va la mét yéu td du doan doc 1ap cua HCC. Jun va cong sy da
nghién ctru 947 bénh nhan nhiém HBV hodic HCV don thuan va khong c6
HCC ¢ thoi diém ban dau. M2BPGi c6 gia tri cao hon déang ké & nhitng bénh



nhan bi xo gan (2,67 so voi 0,80; P <0,001) va nhitng ngudi phat trién HCC
(3,22 so voi 1,16; P <0,001). M2BPGi vuot trdi so voi AFP cho bénh nhan
CHB (0,84 SO voi 0,75; P = 0,02) 1,
O nhitng bénh nhan CHB dugc diéu tri NA, mitc M2BPGi trude khi diéu tri
va 48 tuan sau khi bit dau diéu tri NA 1a mot chi sb tién doan su xuét hién
ciia HCC. O nhiing bénh nhan c6 HBV DNA khéng phat hién duoc trong
khi diéu tri NA, miic M2BPGi trudc diéu tri cao hon ¢6 lién quan dén ting
nguy co phét trién HCC. O nhiing bénh nhan bj HCC lién quan dén HBV,
mirc d6 M2BPGi 14 yéu t6 tién doan doc lap bénh nhan CHB c¢6 HCC tai
phat sau diéu tri phau thuat. (Bang 1) ''.

Bing 1. Ung dung 1am sang M2BPGi cho bénh nhan viém gan B man

Loai bénh DAu hiéu Luong M2BPGi
Gan x0 hda CHB > F2 > 1.06
HCC xuat CHB nguy co cao HCC > 1.8 cho BN x0 gan va
hién hay tai khong xo gan
phat HBeAg (-) nguy co thip HCC <0.68
Phat trién HCC & CHB c6 xo gan | M2BPGi based score >
dang tri NA 652,5 ban dau
Phat trién HCC 6 CHB dang tri | > 1,215 tuan 48
NA
Phit tricn HCC & CHB > 0,69 ban dau

M2BPGi based core= 8* tudi + 7* M2BPGi ban diu+ 10*BMI

IV. XU HUONG TUONG LAI CAC CHI DAU XET NGHIEM MAU
TRONG CHAN DOAN UNG THU GAN.

Nhiéu xét nghiém dau an ung thu gan, ké ca cic xét nghiém ¢ muc do gien
dang duoc phat trién nhim muc dich cai thién kha niang phat hién sém HCC
vo1 d0 nhay va do dac hi¢éu cao, tuy nhién cac xét nghi€ém nay chua dugc
cong nhan va xir dung rong rai.

1. AKR1B10 (aldo-keto reductase family 1 member B10): B§ nhay va do
dac hiéu 1a 81% va 60,9% véi gia tri ngudng 1,51 ng/mL. Khi két hop
AKRI1BI10 va AFP gilip nang cao c6 y nghia do nhay va do dic hiéu chan
doan HCC %1,

2. AXL:Lal thu thé cia tyrosine kinase gap trong cac truong hop ung thu,
bao gdom HCC. AXL c6 thé phat hién HCC giai doan rat som véi do nhay va
do chuyén biét 1a 76,9% va 69,2% !2.




3. Thioredoxin: C6 thé phat hién HCC giai doan sém v61 do nhay va d dac
hiéu 70% va 89%; khi két hop véi AFP tang 1én 1a 83% va 94% '2.

4. GP 73: Ciu tao 400 amino acid. Mot s6 nghién ctru cho thay ting GP 73
tang trong HCC. GP 73 gitip chan doan HCC véi d6 nhay va d6 dic hiéu 1a
75% va 97%, cao hon so vdi AFP 2.

5. GPC3: Ciu tao gém 580 amino acid, dugc ma héa boi gen GPC3 trén
nhiém sac thé X. Trong 1 phan tich gop tir 19 nghién ctru cho thay d6 nhay
va do dac hiéu cua GPC3 1a 55% va 84%. Dac biét d§ dac hi¢u cua GPC3
cao hon ¢ y nghia khi truy tim HCC sém '2,

6. Cac RNAs khong ma héa (non-coding RNAs: miRNA and long non-
coded RNA; IncRNA) tang c6 y nghia trong HCC, dac biét do nguyén nhan
1a viém gan siéu vi C '°,

7. Cac DNA khoi u vong ( Circulating tumor DNA-ctDNA) va cac RNA
khong ma héa ( non-coding RNAs -ncRNAs) ndi 1én nhu 1 ddu 4n sinh hoc
gitip cho chan doan HCC ¢ giai doan sém va dang tin cdy hon ' 2. Véi cac
cell-free DNA (cfDNA) két hop voi AFP va tudi bénh nhan gitp cho chan
doan HCC v6i d6 nhay 87% va do dac hiéu 100% 2.

8. Dickkopf-1 (DKK-1)

DKK-1 la mot glycoprotein 1a chat bai tiét doi khang cia Wnt / beta-catenin,
Mic du chirc ning chi tiét ciia n van chua duoc hiéu rd, nhung sy gia tang
biéu hién DKK-1 xay ra trong nhiéu loai ung thu, bao gém ca da u tiy, ung
thu tuyén tién liét va HCC 1L12

9.Cac khang thé IgG luu hanh
Trong céac nghién clru gan day, Wang va cong sy da phat hién ra rang cac
khang thé IgG trong huyét thanh chong lai cac khang nguyén peptit tuyén
tinh c6 ngudn goc tr protein p16, tiéu don vi o cta thu thé interleukin 2 (con
goi 1a CD25) va yéu t6 phién ma forkhead / winghelix P3 (FOXP3) d3 bi
thay doi dang ké trong bénh nhan HCC. Do d6, khang thé IgG luu hanh déi
v0i cac phan tur dich nay co thé 1a gia tri chan doan hoic tién luong cho cac
khéi u dic. Mic huyét thanh cua khang thé IgG d6i v6i pl6a, CD25a va
FOXP3 & bénh nhan HCC cao hon dang ké so véi dbi tuong chimg 12,

V.KET LUAN.

Ung thu biéu mo té bao gan (HCC) 1a 1 ung thu kho diéu tri va tién luong
nang néu phat hién tré. Chan doan sém va chinh x4c ung thu biéu moé té bao
gan gdp phan quan trong trong lua chon phuong phép diéu trj ciing nhu tién
luong thoi gian séng con cua bénh nhan. Trong khi ti 1€ HCC tai Viét Nam
van con cao nén nhiém vu dit ra cho ngudi théy thube phai biét van dung
uyén chuyén tit ca cac phuong tién chan doan co trong tay dé lam sao phat



hién dugc HCC cang sém cang tot. Mdi phuong tién, mdi xét nghiém dé
chan doan HCC déu c6 cac uu nhugc di€ém khac nhau nén phai biét dé xu
dung cho hop 1y, chinh x4c va hiéu qua.
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