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Tém tit
Muc tiéu: Panh gia ndng do PIVKA-II (protein induced by vitamin K absence
or antagonists IT) huyét trong va mdi lién quan véi mot sb dic diém khdi u, giai
doan bénh ¢ bénh nhin (BN) ung thu biéu mo té bao gan (UTBMTBG) c6 AFP
(alpha-fetoprotein) binh thudng. Phuwrong phdp nghién ciru: Nghién ctru mo ta cat
ngang c6 phan tich trén 51 BN UTBMTBG c6 AFP binh thuong diéu tri tai Bénh
vién Quan y 103 va Bénh vién Trung wong Quan déi (TWQD) 108. Dinh luong
PIVKA-II huyét twong theo phuong phap mién dich vi hat huynh quang
(fluorescent microsphere immunoassay - FMIA) trén may Architect ¢il/6200.
Két qud: Trung vi ndong d6 PIVKA-II huyét twong 6 BN UTBMTBG ¢6 AFP binh
thuong 1a 89,22 mAU/mL, trong d6 tang PIVKA-II > 40 mAU/mL gap ¢ 78,4%
BN. C6 méi lién quan cé y nghia théng ké gitta nong d6 PIVKA-II huyét tuong
v6i kich thudc khdi u va tinh trang huyét khéi tinh mach cira (TMC) ¢ BN
UTBMTBG c6 AFP binh thuong. Két lugn: PIVKA-II huyét twong ting & BN
UTBMTBG va ¢6 lién quan dén ganh ning khéi, cho thdy day 1a ddu 4n hitu ich
trong chan doan va tién lugng UTBMTBG c6 AFP binh thuong.
Tir khéa: Ung thu biéu mo té bao gan; AFP; PIVK-IL.

STUDY ON PLASMA PIVKA-II CONCENTRATION IN PATIENTS
WITH NORMAL-AFP HEPATOCELLULAR CARCINOMA

Abstract

Objectives: To evaluate the plasma PIVKA-II (protein induced by vitamin K absence
or antagonists II) concentration and its correlation with certain tumor characteristics
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and disease stages in patients with hepatocellular carcinoma (HCC) who have
normal AFP (alpha-fetoprotein) levels. Methods: A cross-sectional descriptive,
analytical study was conducted on 51 patients with normal AFP levels diagnosed
with HCC, treated at Military Hospital 103 and Military Central Hospital 108.
Plasma PIVKA-II was quantified using a fluorescent microsphere immunoassay
on the Architect ¢i/6200 machine. Results: The median plasma PIVKA-II
concentration in patients with normal AFP levels was 89.22 mAU/mL, with
elevated PIVKA-II > 40 mAU/mL found in 78.4% of patients. There was a
statistically significant correlation between plasma PIVKA-II concentration and
the tumor size, as well as portal vein thrombosis status, in patients with normal
AFP levels. Conclusion: Elevated plasma PIVKA-II is observed in patients with
HCC and is associated with tumor burden, indicating that it is a useful marker for

the diagnosis and prognosis of HCC with normal AFP levels.
Keywords: Hepatocellular carcinoma; AFP; PIVKA-II.

PAT VAN DPE

Chan doan UTBMTBG theo céc
huéng dan hién nay dua trén chin doan
hinh anh (chup cét 16p vi tinh (CLVT)
da day hodc cong hudng tir), cung voi
xét nghiém déu 4n ung thu va sinh thiét
gan trong mot s6 truong hop khong dién
hinh [1, 2]. Trong cac ddu 4n sinh hoc,
AFP huyét twong van 1a ddu 4n dugc st
dung rong rdi nhat dé sang loc, chan
doan, tién luong va danh gia hiéu qua
diéu tri. Tuy nhién, 30 - 40% BN
UTBMTBG c¢6 nong d6 AFP binh
thuong (< 20 ng/mL), vdi tri€u chiing
lam sang nhe va khong dac hiéu, khdiu
thuong kich thude nho, dic diém hinh
anh khong dién hinh khi so sanh véi BN
UTBMTBG c6 AFP ting nén chan doan
dé bo sot va da phan phai thuc hién sinh
thiét gan dé xac chan [3 - 5]. Do vy,
viéc tim ra dau 4n sinh hoc c6 thé thay

thé AFP trong truong hop AFP binh
thuong 1 van dé rat can thiét.

Hién nay, bén canh AFP, con co hai
chi dau quan trong giup chan doan
UTBMTBG la AFP-L3 va PIVKA-IIL.
AFP-L3 dugc xdc dinh voi do nhay
khong cao va ciing it co gia tri chin
doan UTBMTBG trong truong hop
AFP binh thuong [3]. Trong khi do,
PIVKA-II lai cho thay biéu hién duong
tinh 6> 90% BN UTBMTBG va > 50%
BN UTBMTBG véi AFP binh thuong
c6 ting néng do PIVKA-IL. Do do,
PIVKA-II dugc xem nhu médt dau 4n
gitip chan doan, theo doi dép tmg diéu
tri cling nhu tai phat va tién lugng doc
1ap cho nhém BN c6 AFP huyét twong
binh thuong [4, 6].

Hién nay ¢ Viét Nam, chua co
nghién ctru dé cap dén su bién d6i ndng
d6 PIVKA-II huyét tuong & BN UTBM
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té bao gan c6 AFP binh thuong. Vi vy,
chung t6i tién hanh nghién ciu nay
nham: Pdnh gid sy bién doi nong do
PIVKA-II huyét twong va moi lién quan
V&i mot s6 déic diem khoi u, giai doan bénh
0 BN UTBMTBG c6 AFP binh thuong.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

Gom 51 BN UTBMTBG c6 AFP
binh thuong diéu tri tai Bénh vién Quéan
y 103 va Bénh vién TWQD 108 tu
thang 5/2023 - 5/2025.

* Tiéu chuan luya chon: BN duoc
chan doan UTBMTBG theo tiéu chuan
chan doan cia Bd Y té Viét Nam
(2020): BN > 18 tu6i ¢6 khdi u gan trén
chan doan hinh anh, xét nghiém ndng
d6 AFP huyét twong < 20 ng/mL va két
qua md bénh hoc qua sinh thiét gan 1a
UTBMTBG [2].

* Tiéu chudn logi trir: BN ¢6 tién st
thiéu hut vitamin K hoic dang dung cac
thudc khang vitamin K; c¢6 chéng chi
dinh sinh thiét gan qua da; méanh sinh
thiét gan nho khong dat yéu cau; khong
ddng y tham gia nghién ctru.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
mo ta cit ngang, c¢6 phan tich.

* Noi dung nghién curu:

TAt ca BN lua chon vao nghién ctru
déu duoc thim kham lam sang, xét
nghiém danh gia chtc ning gan, nong
d6 AFP huyét tuong, chup CLVT da
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diy dé xac dinh cac dac diém khoi u gan
gdm vi tri khoi u (gan phai, gan trai,
toan gan), sd luong u, kich thude khéi u
(duong kinh 16n nhét cta khdi u), tinh
trang huyét khéi TMC va di cin ngoai
gan. Tién hanh sinh thiét gan theo diing
quy trinh k¥ thuat cia B Y té dé xac
chan UTBMTBG béng md bénh hoc.

Danh gia giai doan bénh UTBMTBG
theo hé thdng phan chia giai doan
Barcelona (BCLC) (2022) gbém giai
doan rat sém (0), giai doan som (A),
giai doan trung gian (B), giai doan tién
trién (C) va giai doan cudi (D) [1].

* Pinh heong PIVKA-II huyét tirong:
BN nhin 4n sang, liy 3mL mau toan
phan chéng dong EDTA hodc Lithium
heparin, tich huyét tuong va dinh luong
1an dAu khi BN dugc chan doan UTBMTBG
theo phuong phap FMIA, thuc hién trén
may Architect ci/6200 tai Module Sinh
hoéa, Bénh vién Quan y 103 va Khoa
Mién dich, Bénh vién TWQD 108.

Gi4 tri tham chiéu binh thuong cua
PIVKA-II <40 mAU/mL.

* Xir Iy so liu: Bang phin mém
thong ké SPSS 26.0.

3. Pao dirc nghién ciru

Nghién ctru dugc Bénh vién Quan y
103, Hoc vién Quan y thong qua
(Quyét dinh s6 88/HPPD ngay
19/8/2024). S6 liéu nghién ctru dugc
Bénh vién Quan y 103 va Bénh vién
TWQD 108 cho phép sir dung va cong
bd. Nhom tac gia cam két khong xung
dot loi ich trong nghién cuu.
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KET QUA NGHIEN CUU

Bang 1. Pic diém tudi, giéi tinh ciia nhém BN nghién ctru (n = 51).

Pic diém Gia tri
Nam/Nit 46/5
<40 0 (0,0%)
Lta tudi 40 - 59 13 (25,5%)
> 60 38 (74,5%)
Tubi trung binh 64,76 + 9,99

BN chu yéu la nam gi6i (46 BN, chiém 90,2%), ty 1& nam/nir 1 9,0 lan. Lira
tudi > 60 tudi chiém 74,5%, tudi trung binh 14 64,76 + 9,99.

Bang 2. Ganh ning khéi u va giai doan bénh theo BCLC (n = 51).

Pic diém S6 BN (n) Ty 18 (%)
1 31 60,8
S6 lugng u 2 11 21,6
>3 9 17,6
DPuong kinh <5 32 62,7
khoi u (cm) >5 19 37,3
. , Khong 49 96,1
Huyét khoi TMC
Co 2 3,9
Khong 40 78,4
Di can ngoai gan
Co 11 21,6
0/A 16 31,4
Giai doan BCLC B 22 43,1
C 13 25,5

Pa s6 BN c¢6 1 khéi u (60,8%) véi kich thude < Sem (62,7%), 3,9% co6 huyét
kh6i TMC, 21,6% di cin ngoai gan va 43,1% & giai doan trung gian.
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Bang 3. Nong d6 PIVKA-II huyét twong & nhém BN nghién ctru (n = 51).

Nong do PIVKA-II S6 BN (n) Ty 18 (%)
<40 11 21,6
Nong d6 PIVKA-II 40 - 400
28 54,9
(mAU/mL) ’
> 400 12 23,5
Trung vi (t& phan vi) 89,22 (41,84 - 329,32)

Néng dd PIVKA-II cia BN nghién cuu la 89,22 (41,84 - 329,32) mAU/mL,
cha yéu ndng d6 PIVKA-II trong khoang 40 - 400 mAU/mL (54,9%), tiép theo la
> 400 mAU/mL (23,5%) va <40 mAU/mL (chi 21,6%).

Bang 4. Moéi lién quan giita ndng d6 PIVKA-II huyét twong
v6i ganh ning khéi u va giai doan UTBMTBG (n = 51).

Ganh niing khéi u va Nong do PIVKA-II
giai doan bénh (mAU/mL) P
1 (n=31) 67,41 (41,84 - 237,50)
S6 luong u 2(n=11) 233,50 (73,95 - 1532,00) 0,402
>3 (n=9) 275,54 (27,02 - 5711,00)
, <5(n=32) 73,71 (37,61 - 217,72)
Puong kinh khoéi u (cm) 0,019
>5Mm=15) 124,60 (48,80 - 329,32)
., Khong (n=19) 73,95 (41,84 - 237,50)
Huyét khoi TMC 0,047
Co(n=2) 5664,12 (1532,00 - 9796,24)
Khong (n = 40) 116,80 (37,61 - 595,49)
Di can ngoai gan 0,982
Co(n=11) 56,85 (49,94 - 268,05)
0/A (n=16) 100,21 (49,35 - 231,08)
Giai doan BCLC B (n=22) 64,67 (27,44 - 1041,36) 0,589
C(m=13) 122,40 (54,84 - 1532,00)
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Nong d6 PIVKA-II huyét tuong &
BN UTBMTBG c6 AFP binh thuong
ting cao hon rd rét & nhém BN c6 khbi
u kich thudc > 5cm va xdm 1an TMC so
v6i nhom BN c6 u kich thudc < Secm
(p = 0,019) va khong c6 huyét khoi
TMC (p = 0,047), trong khi khong ghi
nhan moi lién quan gitta nong do
PIVKA-II véi s6 lugng u, tinh trang di
can va giai doan bénh.

BAN LUAN

Trong nghién ctru ndy, do tudi trung
binh cua BN UTBMTBG c6 AFP binh
thuong 14 64,76 + 9,99, nam gi6i chiém
uu thé (90,2%), phu hop véi dic diém
dich t& hoc chung cia UTBMTBG tai
Viét Nam [7, 8], cling nhu dic diém cia
nhom BN UTBMTBG c6 AFP binh
thudng trong nghién ctru cta nhiéu tac
gia trén thé gisi [5, 6].

Vé dic diém khoi u, chung toi ghi
nhan 60,8% sb BN trong nghién ctru co
1 khéi u va 62,3% khdi u c6 kich thudc
< 5cm, trong d6 chi c6 2 BN (3,9%)
xam lan TMC. Nhu vay, UTBMTBG c6
AFP binh thuong c¢6 ganh ning khdi u
nhe hon, phat hién ¢ giai doan co thé
diéu tri triét can kha cao (31,4%) va do
vay, c6 tién luong tot hon, twong ty nhu
két qua nghién ctru ciia Li L va CS
(2017) trén 112 BN UTBMTBG c¢o
AFP <20 ng/mL cho thay 71,1% BN ¢6
1 khéi u, ty 1& huyét khdi TMC chi

chiém 6,3% va giai doan 0/A chiém dén
60,7% [5].

PIVKA-II dugc ghi nhan ting ¢
78,4% BN (trén ngudong 40 mAU/mL),
trong khi AFP van trong gi¢i han binh
thuong. Nghién ctru cua Pan YX va CS
(2021) trén 1.830 BN UTBMTBG co6
AFP binh thuong cling ghi nhan ty 1¢
tang PIVKA-II 14 66,2% [9]. Nhu vay,
PIVKA-II c¢6 gia tri phat hién
UTBMTBG ngay c4a khi AFP khong
tang, phu hop véi cac két qua nghién
ctru khac.

Ngoai ra, chiing toi con nhén thiy co
mdi lién quan c6 ¥ nghia giita ndng do
PIVKA-II huyét tuong véi kich thuée
khéi u, huyét khoi TMC, cho thiy vai
trd ctia PIVKA-II khong chi trong chan
doan ma con c6 gia tri tién luong.
Nghién ctru cua Bui Thi Lan Anh va CS
(2023) tmg dung PIVK A-II huyét thanh
dé chan doan UTBMTBG cho thdy
noéng d6 PIVKA-II ¢6 mbi lién quan voi
kich thudc u, khdi u co kich thuée
> 5c¢cm c6 ndong dd6 PIVKA-II cao hon
dang ké so v6i nhitng BN c6 khéi u gan
< 5c¢m, dong thoi trong nghién ciru ciing
chi ra mdi lién quan véi giai doan bénh
UTBMTBG theo BCLC, ¢ do giai doan
muén (BCLC B - D) c6 ndng dod
PIVKA-II cao hon so véi giai doan soém
(BCLC 0 - A) [8]. Nghién ctru cua Liu
Zva CS (2020) tréen 87 BN UTBMTBG
c6 AFP < 20 ng/mL, ndng d6 PIVKA-
II huyét tvong & nhom UTBMTBG
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giai doan tién trién cao hon rd rét so vai
nhom BN UTBMTBG giai doan sém
(406 so v6i 34 mAU/mL, p<0,001) [6].
Nghién ctu cua ching t61 khong ghi
nhan mdi lién quan nay c6 1& do ¢& miu
cua chung t61 con nho (chi c6 51 BN).

KET LUAN

Trung vi (khoang tr phan vi) ndng do
PIVKA-II huyét twong & BN
UTBMTBG c6 AFP binh thuong la
89,22 (41,84 - 329,32) mAU/mL, trong
do tang PIVKA-II > 40 mAU/mL gap &
78,4% s6 BN.

C6 mdi lién quan c6 ¥ nghia thong ké
gitta ndong d6 PIVKA-II huyét twong
v6i kich thude khdi u va tinh trang
huyét khéi TMC ¢ BN UTBMTBG c6
AFP binh thuong.
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