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TOM TAT

Mé& dau: HCC la loai ung thw thuong gép ding hang thir 6 trong céac loai ung thuw va cé ty 1é tr vong
dung thir 3 trén thé gisi. O Viét Nam co ty Ié méc va tir vong ding hang dau do nguyén nhéan ung thu. Méc
du ph&u thuét la phuong phap duoc chon lya dau tién dé diéu tri va cé tién luong tét hon cac phuong phép
khéc nhung ty 16 tai phat van con cao. Gan day AFP, AFP-L.3, PIVKA Il da duoc st dung tai Bénh vién Cho
Réy trong chan doan va theo déi bénh nhén ung thw biéu mé té bao gan, do dé ching t6i mubn buéc déu
danh gia sw phéi hop 3 chat nay trong tién luong tai phat sau phau thuat cat gan do HCC.

Bénh nhén va phwong phap: Nghién ctru tién ctru thuc hién tai khoa U gan, Trung tdm Ung Buéu,
Bénh vién Cho Ray, 108 bénh nhan duoc phéu thuat cat gan theo phac db cua Bé Y té Viét Nam, theo
déi it nhat 12 thang (12-22 théang) hay dén thoi diém téi phéat. AFP, AFP-L3, PIVKA Il dwoc do b&i may
uTasWako i30 truéc phdu thuét, 1 thang sau phdu thuat va méi 3 thang sau dé. Phan tich sé liéu trong
tién luong séng khéng tai phat qua phuong phap Kaplan-Meier, kiém dinh bang Log-rank test qua phan
mém SPSS 20.

Két qua: 108 bénh nhan c6 91 nam, 17 ni¥, do tudi trung binh 56,5+9,8, nguyén nhan chi yéu la nhiém
virus viém gan siéu vi B 75%, tat cé bénh nhan déu ndm trong xo gan Child-Pugh A. Dwra vao Kaplan-Meier
cho théy ty Ié séng khéng téi phét thap két hop véi sé lrong chét chi diém khéi u duong tinh téng.

Két luan: Cang nhiéu céc chét chi diém khéi u ting cang lam gidm ty 1é séng khéng tai phét.

Ttr khéa: Ung thuw biéu mé ta bao gan, Chét chi diém khéi u, Tai phat, Phau thuét cat gan

ABSTRACT
ROLE OF AFP, AFP-L3, PIVKA I1 AND ITS COMBINATION OF PRE- AND POST-
TREATMENT IN PREDICTING RECURRENCE FOR HEPATOCELLULAR CARCINOMA
TREATED WITH HEPATECTOMY

Vo Duy Thuan', Ho Si Minh?, Nguy Nhu Trinh’, Bui Thanh An’,
Duong Huynh Thien', Vu Quang Minh’, Nguyen Thanh Ngoan’,
Banh Trung Hieu', Nguyen Dinh Song Huy?

Background: Hepatocellular Carcinoma (HCC) is the sixth most common cancer worldwide and the
third most common cause of cancer-related deaths. Especially, it is the first morbidity and motality for
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cancer in Viet Nam. Althougth hepatectomy is the first choice and usually a curative treatment for HCC with
better prognosis than other treatment modalities like percutaneous loco-regional therapies, transarterial
chemoembolization or sorafenib intake, the recurrence rate is still high. Utility of AFP, AFP-L3, PIVKA Il in
diagnosis and prognosis for HCC have been reported for years. In Cho Ray Hospital, these tumor markers
have been performed for HCC patients in recent years. So, we want to study these tumor markers and its
combination pre- and post-hepatectomy for prognosing HCC recurrence.

Patients and Methods: Prospective study for 108 patients were treated by hepatectomy based on
Vietnamese guidelines for HCC. The diagnosis of HCC was confirmed by pathologic examination. All
patients were followed- up at least 12 months (range, 12-22 months) or at recurrence. Three tumor markers
AFP, AFP-L3, PIVKA Il were measured by uTasWako i 30 before hepatectomy and one month after liver
resection and every 3 months later. Statistical analysis was performed by using SPSS software, version 20.
The Kaplan-Meier method was used to calculate recurrence-free survival rates and the Log-rank test was
used to analyse differences in recurrence-free survival rates

Results: The pretreatment characteristics of the study patient including 91 males, 17 females with a
mean age of 56,5+9,8. All patients belonged to Child-Pugh class A, the most common cause was HBV
infection with 76%. In comparison of tumor markers measured before and after treatment and based
on Kaplan-Meier curves, we found some differences in the recurrence-free survival rates based on the
number of elevated tumor markers. In contrast, lower recurrence-free survival rates were associated with

an increasing number of elevated tumor markers.

Conclusion: The more number of elevated tumor markers show the lower recurrence-free survival
rates. So, these tumor markers help to predict HCC recurrence after liver resection.
Keywords: Hepatocellular Carcinoma, Tumor markers, Recurrence, Hepatectomy

I. PAT VAN PE

Ung thu biéu mo té bao gan 1a loai ung thu
thuong gap dung hang thtr 6 va co ty 1€ tir vong
dung hang thtr 3 trén thé giéi[1, 2]. Tai Viét Nam
theo Globalcan 2018 thi ung thu biéu mé té bao
gan dimg hang dau vé ty 1é mic bénh va tir vong
do ung thu[3].

Hién nay c6 nhiéu phuong phap diéu tri ung thu
biéu mo té bao gan nhung phau thuat cit gan van la
mot Iya chon diéu tri du tién [1], ty 18 bénh nhan
ung thu biéu mé té bao gan duoc thyc hién phiu
thuat chiém khoang 9-27%[4]. Mic du ty 1& song
con sau phau thuat da dugc cai thién trong nhitng
nim gan day nhung ty 1¢ tai phat van con cao, theo
mot s6 nghién ciru ty 16 tai phat khoang 75%-100%
trong 5 ndm va la modt trong nhiing nguyén nhan
chinh gy tir vong sau phau thuét [5-7].

Do vay viéc theo ddi phat hién tai phat som la
can thiét & gop phan diéu trj t6t hon qua d6 cai
thién séng con cho bénh nhan ung thu t& bao gan.

C6 nhiéu nghién ctru cho thiy vai tro cac chat
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chi diém kh6i u AFP, AFP-L3, PIVKA II trong chin
doan, theo ddi va tién lwong bénh ung thu biéu mo
té bao gan va gan day da duoc ap dung trong chan
doan va theo ddi tai Bénh vién Cho Ray. Do vay
chung t6i mudn nghién ciru su két hop cac chat chi
diém khoi u nay va sy thay ddi cta chung sau phau
thudt trong tién lwong tai phat ung thu biéu mé té
bao gan.

II. LUA CHON BENH VA PHUONG PHAP

2.1. Lwa chon bénh

108 bénh nhén trén 18 tudi dugc phﬁu thuat tai
Khoa U gan cta Trung tdm Ung Budu Bénh vién
Chg Ray tir ngay 15/2/2017 dén ngay 27/12/2017
va duoc theo doi dén 27/ 12/2018 (Bénh nhan duoc
theo ddi nhiéu nhét 1a 22 thang, it nhat 1 12 thang)

Khong c¢6 huyét khdi tinh mach ctra, khong c6 di
can ngoai gan.

C6 giai phau bénh sau md 13 ung thu biéu mo té
bao gan.

Co xét nghiém AFP, AFP-L3, PIVKAII trudc
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mod, sau md khoang 1 thang va lic tai phat, cac
xét nghi€ém nay dugc lam Test Wako; Wako
pure chemical industries, Osaka, Japan bdi may

pTasWako i 30.

Xac dinh tai phat sau mo6 qua mot s6 xét nghiém
+ hinh anh (siéu am, XQ, CTscan (nguc, bung),

III. KET QUA NGHIEN CUU

MRYI, xa hinh xuwong, PET-CT) va hoi chan.
2.2. Phuwong phap nghién ciru
Théng ké mé ta, theo ddi doc
Phan tich ty 1& tai phat bang phwong phap
Kaplan-Meier va kiém dinh voi Log-rank test
Thuec hién trén phan mém thong ké SPSS

Bdng 3.2. Tuoi

3.1. Pic diém chung
Bang 3.1. Gidi Tudi n % Trung binh
Gioi n K <55 46 42,6
Nam o1 84,3 > 55 62 574 56,549.8
Nit 17 15,7 :
Téng 108 100 Tong | 108 100

Nam gidi chiém ty 1€ cao hon nhiéu so véi nit, ty

1é Nam/Nir : 5,3/1

Bénh nhan nho nhat 1a 32 tudi, 1én nhat 1a 77
tudi, do tudi trung binh 56,5 tudi
Badng 3.3. Nguyén nhan

Nguyén nhan HBV HCV HBV+HCV NonBnonC Tong
N 77 11 4 16 108
% 71,3 10,2 3,7 14,8 100

Viém gan B ¢6 ty 1& cao nhat (C6 viém gan B 1a 75% trong d6 viém gan B don thudn chiém 71,3% )
Bdng 3.4. Mt s6 xét nghiém cdn lam sang

AST ALT Bilirubin TP Albumin PT TC
40,7 40,7 213,5
(263-61) (26.3-61) 0,73 +0,3 4,08+0,4 13,35+0,68 (173-271.7)
Hau hét cac bénh nhan déu thudc nhom xo gan Child A ) ) )
Bdng 3.5. Mot s6 dic diém u Bang 3.6. Do nhay cac chat chi diém khoi u
Kich thude u S6 luong % (TM: Tumor Markers ) (trudc phau thudt)
<S5cm 30 27,8% AFP
>5cm 78 72,2% < 10ng/ml 38 35.2%
S6 lwong u > 10 ng/ml 70 64,8%
lu 88 81,5%
: |
=4 : ° <10% 56 51,9%
Xam nhép mach vi thé >10% 52 48,1%
Co 23 21,3%
Khong 85 78,7%
PIVKAII
A - <40mAU/ml 3 2,8%
Hinh thanh vé bao "o
Co 89 82.4% >40mAU/ml 105 7.2%
Khong 19 7,6%

Do nhay cua PIVKA 11 chiém ty 1€ cao nhét voi
97,2%

Bénh nhén ¢6 1 u, u c6 vo bao, khong c6 xam
nhép mach mau vi thé chiém ty I¢ cao
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Phéi hop cac TM (trude md) n %
1 TM duong tinh (tang) 30 27,8
2 TM duong tinh (ting) 37 34,2
3 TM duong tinh (tang) 41 38

Ty 18 ¢6 it nhat 1 TM (+) 1a 100%, it nhat 2 TM (+) 14 72,2%, ca 3 TM cung (+) 13 38%
Bdng 3.7. Pdc diém cia cdc TM sau mé 1 thing

Phéi hop cac TM (sau m6 1 thang) n %
Ca 3 TM am tinh (khong tang) 50 46,3
1 TM duong tinh (ting) 34 31,5
2 TM duong tinh (tang) 16 14,8
Ca 3 TM duong tinh (tang) 8 7,4

S6 bénh nhan c6 3 TM khong ting sau mo c6 ty 1é cao nhat 46,3%, ca 3 TM (+) thap nhét 7,4%
Bang 3.7. 3.8. Ty Ié tdi phat

6 thang 12 thang
n % n %
Tai phat 25 23,1 39 36,1
Khong tai phat 83 76,9 69 63,9
Tong 108 100 108 100

Ty 1€ tai phat trong 6 thang la 23,1%, 12 thang la 36,1%
3.2. Cac chét chi diém khdi u ™ truéc mé véi tién lwong tai phat (39 bénh nhan tai phat theo ddi
trong 12 thang)

1.0
% AFP < 10 ng/mi
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S thang sau phau thuat
So d@6 3.1. AFP truée phau thudt trong tién heong tdi phat
C6 su khéc biét gitra 2 nhém AFP trude mo (<10, >10ng/ml) (p <0,005)
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S$6 thang sau phiu thuat
So do6 3.2. AFP-L3 truée phdu thudt trong tién lwong tai phdt
Co sy khac biét gitra 2 nhom AFP-L3 (<10%, >=10%) p<0,004

3.3
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Sé thang sau phiu thuiat

So d6 3.3. PIVKA II trudc phdu thudt trong tién heong tdi phdt
Khong c6 sy khac biét gitta 2 nhém PIVKA II trude md (<40mAU/ml, >=40mAU/ml)(p >0.2)
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So' do 3.4. Phoi hop AFP, AFP-L3, PIVKA II truéc phau thudt trong tién lwong tdi phat
C6 su khéc biét gitra 3 nhém TM trude md (1 TM+, 2 TM+, 3 TM+)(p<0,01)

34
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So d6 3.5. Phoi hop TM sau mé véi tién heong tdi phdt

C6 su khac biét gitra 4 nhom TM sau md (0 TM+, 1TM+, 2TM+, 3TM+) (p<0,005)
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IV. BAN LUAN

Trong nghién ctru cta ching t6i hiu hét 1a nam
gidi, ty 1€ Nam: nir 1a 5,3:1, ghi nhan ctia mot s6 tac
gia khac cho thdy nam gidi ciing chiém ty 1& cao hon
nhu Nguyen-Dinh Song-Huy nghién ctru trong 24091
bénh nhan HCC tai Bénh vién Chg Ray tir 2010-2016
cho thay nam gi6i chiém ty 18 cao hon nhiéu 81,8%
(Nam:nir 1a 4,5:1), Toyoda (3,6:1), Lee CM (4,5:1)
[8-10]. V& d0 tudi méc bénh trung binh 13 56 tudi, ghi
nhan ciia Hong YM 1a 57,5 tudi, cua Toyoda do tudi
trung binh khoang 67 tudi [2, 8]. Ngoai ra tudi <55
chiém ty 1¢ ciing cao 42,6% ciing gan v6i nghién ciru
cua Kwon SK (>55t : 43,7%, < 55t : 56,3%)[11]. Co
thé noi tinh hinh ung thu biéu mé t& bao gan ngay
cang xut hién nhiéu & nhom nguoi tré tudi.

V6i nguyén nhan gy bénh da sé 1a do nhiém
virus viém gan B chiém ty 1€ 71,3%, viém gan si€u
vi C 1a 10,2%, dong nhiém virus viém gan siéu vi
B va C 1a 3,7%, c6 nhiém virus viém gan B hoic C
la 85,2%, ghi nhan ctia EL-Sarag thi 80-90% HCC
c6 nhiém viém gan virus B hoic C, Nguyen-Dinh
Song-Huy ghi nhan >90% c6 nhiém virus viém gan
B hay C, trong d6 viém gan B ¢6 ty 1¢ cao. O mot s6
nudc chau A virus viém gan B chiém khoang 75%
trong khi chdu Au c6 ty 18 thap hon (khoang 1,3%).
Vi viém gan virus C, cac nudc chiém ty 1¢ cao nhu
Nhat Ban (80-90%), cac nudc phuong Tdy nhu Y
(44-66%) va My (30-50%) [10, 12].

Vé dic diém u ching toi nhan thay ty 1& bénh
nhan c6 1 u, u c6 vo bao va khong co6 xam nhap
mach mau vi thé déu chiém ty 1& cao, gidng véi cac
nghién cuu cua Kiriyama S va Yamamoto K. Tuy
nhién ty [¢ u cd kich thudc u > 5 cm cua chiing t6i
chiém ty 1& cao 72,2%, trong khi theo cac tac gia
nay thi u ¢ kich thudc < 5 cm chiém ty 1¢ cao hon,
lan luot 1a 66% va 78% [8, 13]. Piéu nay co thé
do bénh nhan dén véi ching t6i tré hon. Ngoai ra
cac bénh nhan trong nghién ctru cta chung t6i déu
Child A do d6 cac dau hiéu sinh héa va huyét hoc
nam trong gisi han cho phép phau thuat. Mat khac
ty 16 tai phat & thoi diém 6 thang va 12 thang trong
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nghién ctru cla chung toi lan luot 12 23,1%, 36,1%
cling gan véi nghién ctru ciia tic gia Lu X danh gia
trong 94 bénh nhan phiu thuit cat gan véi ty 18 tai
phat lac 6 thang va 12 thang 1a 30,9%, 36,2% [14].

Vé d6 nhay ctua AFP, AFP-L3 trong nghién ciru
tuong d6i thap (64,8%, 48,1%), nhung PIVKA I ¢6
d6 nhay cao 97,2%, nghién ctru cua chung toi phu
hop vai Park S J (AFP, AFP-L3, PIVKAII : 68,35%,
50,63%, 70,89%), Durazo F.A (AFP, AFP-L3,
PIVKA II : 69%, 56%, 87%) va Lui H F (AFP :
66%, AFP-L3 : 41,5%) [15-17]. Mat khéc khi phi
hop ca 3 chit chi diém khdi u chung t6i nhan thay
d6 nhay khi c6 it nhat 1 trong 3 chat nay duong tinh
12 100%, ca 3 chét cung duong tinh 38,2%. Theo
Kiriyama S ty 1¢ it nhat 1 trong 3 TM duong tinh 1a
87%, ca 3 TM cung duong tinh 14 21% [13]. Do vay
khi chan doan can chi y cac bénh nhan ¢6 1 trong 3
chat nay duong tinh.

Ghi nhén trong nghién cttu cua chiing t6i trudc
md khong c¢6 nhom ca 3 chét chi diém khéi u khong
taing nhung sau phiu thut sb bénh nhan c6 ndng
d6 cac chét chi diém khi u nay tré vé binh thuong
chiém ty 1€ cao 46,3% (50 bénh nhan) va ty 1€ ca
3 cung tang chiém ty 1¢ thip hon trude phiu thuat
(38,2% —7,4% ). Diéu nay cho thiy hiéu qua cia
phau thuat di 1am giam ndng do céc chi s6 nay.

Dua theo biéu d6 Kaplan-Meier cho thdy nhom
bénh nhan c6 AFP > 10ng/ml, AFP-L3 > 10% c6 ty
1€ tai phat cao hon (P<0,01, P<0,02). Theo nghién
ctru cua Kobayashi M thi ty 16 AFP-L3 < 5% co6 ty
1¢ tai phat thap hon nhém > 5%, con tac gia Yang S
L cho ring AFP > 400 ng/ml c6 ty 1é tai phat nhiéu
hon so véi nhom <400 ng/ml, khong c6 su khac bi¢t
0 cac nhom voi ngudng AFP 1a 20 ng/ml hay 200
ng/ml[18, 19]. Nhung vdi PIVKA 11 ty 1€ tai phat
gitta 2 nhom <40mAU/ml va > 40mAU/ml khong
c6 su khac biét, c6 thé do sb lugng bénh c6 PIVKA
II < 40mAU/ml ciia chung toi thap hon nhiéu so véi
nhom con lai, theo nghién ctru cia Wang ¢6 su khac
biét ty 1€ tai phat gitta 2 nhém PIVKA II (ngudng
trung vi) (>373,5 mAU/ml, <373,5 mAU/ml) [20].
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Ghi nhan trong nghién ctru cua Toyoda cho thiy
khong thiy c6 su khac biét trong ty 1& tai phat giita
cac nhom AFP (>400 ng/ml, <400 ng/ml), AFP-L3
(=15%, <15%), PIVKA II(>100 mAU/ml,<100
mAU/ml) truée phau thuat [21].

Hon nita khi phdi hop 3 chét chi diém khdi u trude
phau thuat ghi nhan c6 su khac biét giita 3 nhém véi
ty 18 tai phat, nhom c6 cang nhiéu TM duong tinh co
ty 18 tai phat cang nhiéu, phu hop véi nghién ctru cia
Kiriyama S (voi ngudng AFP, AFP-L3, PIVKA II lan
luot 1a 20 ng/ml, 10%, 40mAU/ml)[13]. Theo nghién
ctru ciia Toyada cho thay c6 su khac biét gitta nhom
1 TM duong tinh véi nhom ¢6 2 TM duong tinh|[8].
Véi cac nhém TM sau phau thuat chung t6i ghi nhan
khi ¢6 cang nhiéu TM dwong tinh thi nguy co tai phat
cang cao, nghién ciru nay phu hop voi nghién ctu
cua Toyoda[8].

V. KET LUAN

Nghién ctu trong 108 bénh nhan tai Bénh vién
Cho RAy chung t6i nhan thdy do nhay cia cac
chét chi diém khdi u dic hiéu cho ung thu biéu
mo té bao gan nhu AFP, AFP-L3 con thip nhung
do nhay cua PIVKA 11 rat cao, tuy nhién gid tri
AFP, AFP-L3 truéc phau thuat ting c6 ¥ nghia tién
luong tai phat nhung PIVKA II chua c6 y nghia
trong tién lugng tai phat. Do d6 can co 1 nghién
ctru vé PIVKA 11 v6i s lugng bénh nhan 16n hon
va thoi gian lau hon.

Viéc phdi hop ca 3 chét chi diém khdi u trude
va sau md rit co ¥ nghia trong chin doan va tién
lugng tai phat trong ung thu biéu mé té bao gan.
Do viy can c6 phac d6 theo ddi chic ché ddi vai
cac bénh nhéan c6 nhiéu TM ting va nhiing nghién
ctru diéu tri phbi hop sau md cac ddi tuong nay.
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