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AFP-L:% VA PIVKA-II: PO NHAY VA SU LIEN QUAN
GIUA NHUNG TRI SO NAY VOI DAC PIEM KHOI U

TRONG CHAN POAN UNG THU BIEU MO TE BAO GAN
Vo6 Duy Thuin’, Nguyén Dinh Song Huyl, Vuong Thira Diic?
TOM TAT

Muc tiéu: Viéc chin doin ung thw biéu mo té’bao gan (UTBMTBG) tir ldu nay chii yéu diwa vao hinh anh
hoc két hop v6i AFP. Gin ddy, cdc chit chi diém nhw ty 18 AFP-Ls (AFP-Ls% - dong dang ciia AFP) va PIVKA-II
da cho thay c6 vai tro tich cyec hon khi ttng dung don 1é hojc két hop v6i nhau. Vi vdy, nghién cieu nhim xdc dinh
do nhay cua chiing trong chin doin UTBMTBG va mdi twong quan gitea chi s6 nay voi cdc dic diém bénh hoc
cuia khoi u.

Déi tuong - Phuong phdp nghién citu: Tiéh civu so sanh bit cip giika cic chi so'trieée mé vdi cdc dic diéin
bénh hoc ghi nhin dwa trén hinh dnh dgi thé qua CT scan va phdu thudt trén nhitng bénh nhin (BN)
UTBMTBG (va cdc bang chieng gidi phdu bénh sau m6) dweoc phdu thudt cit gan tai khoa U gan bénh vién (BV)
Cho Rdy TP. Hé Chi Minh trong nim 2017. S&'ligu thong ké duwoc xir Iy bing phitn mém SPSS 20.0 va phén tich
qua phép kién phi tham s6’ Mann-Whitney U hay Kruskal Wallis. Gid tri p <0,05 dwoc xem la ¢6 y nghia thong
ké.

Két qua: Co 104 BN, gom 88 nam va 16 nik, tudi trung binh 56,39,9, 85% nhiém HBV +HCV. Két qua
nhw sau: Gid tri ctia AFP-Ls%: trung binh 23,5% (tir 0,5 dén 88,6), trung vi 8,6%, do nhay theo thir ti cdc
nguong 5%, 10% va 15% la; 58,7%, 48,1% va 43,3%. Gid tri cua PIVKA-II: trung binh 19.900,8 mAU/ml (tir
20,0 dén 261.255,0), trung vi 1.634,0 mAU/ml, dg nhay 6 nguong 40mAU/ml la 98,1%. Két hop AFP-Ls% voi
PIVKA-II: d6 nhay thay déi tiv 42,3% (néu 2 chit cing ting) dén 99% (néu mgt trong 2 chat ting). AFP-Ls%
tang & nhom u cé vo bao so véi nhom khdng cé vo bao (p=0,018), PIVKA-II ting & nhém u>5cm so vdi nhom u
=5 cm (p=0,001) va cé xdm nhdp vi mach so voi u khong cé xam nhip vi mach (p=0,026).

Két lugn: D4 nhay cia AFP-Ls% (6 nguong 5%, 10% va 15%) 1a; 43,3%, 48,1% vi 58,7%. DJ nhay ciia
PIVKA-II (nguong 40 mAU/ml) la 98,1%. D§ nhay ciia PIVKA-IIFAFP-Ls% la 99%. Co sw lién quan giita
AFP-L5% voi sw hign dién v bao u (p=0,018), va giiva PIVKA-II voi kich thwéc u (p <0,001) va sw xidm nhdp vi
mach (p=0,026).

Twr khéa: AFP-Ls PIVKA-1I, UTBMTBG
ABSTRACT

AFP-Ls% AND PIVKA-II: SENSITIVITIES AND RELATIONSHIPS BETWEEN THEM
WITH TUMOR CHARACTERISTICS IN DIAGNOSIS OF HEPATOCELLULAR CARCINOMA (HCC)

Vo Duy Thuan, Nguyen Dinh Song Huy, Vuong Thua Duc
* Ho Chi Minh City Journal of Medicine * Vol. 26 - No 1 - 2022: 07-12
Objective: The diagnosis of HCC has been based on CT scan and AFP. AFP-Ls and PIVKA-II are now

being proved of higher accuracy in comparison with AFP. This study is to determine the sensitivities of these new
tumor markers and the relationships between them with the tumor pathologic characteristics.
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Methods: Prospective study in patients who were operated and pathologically proved of HCC. The tumor
markers were preoperatively measured and tumor characteristics were collected by abdominal CT scan with
contrast and preoperative observation. Data were estimated by SPSS 20.0 and analyzed with Mann-Whitney U
or Kruskal Wallis test (p value <0.05 is statistically significant)

Results: There were 104 patients (88 males, 16 females) with mean age 56.3+9.9 operated at Cho Ray
hospital. The results were: The values of AFP-L3%: Average = 23.5% (from 0.5 to 88.6), Median = 8.6%,
Sensitivities at thresholds 5%, 10% and 15% were 58.7%, 48.1% and 43.3% respectively. The values of PIVKA-
II: Average = 19,900.8 mAU/ml (from 20.0 to 261,255.0), Median = 1,634.0 mAU/ml, Sensitivity (threshold:
40mAU/ml) was 98.1%. AFP-Ls% associating with PIVKA-II: Sensitivity was 42.3% (both markers increased)
or was 99% (if one of two markers increased). AFP-Ls% increased in group of encapsulated tumor (p=0.018),
PIVKA-II increased in group of tumor >5 cm (p=0.001) and microvascular invasion (p=0.026).

Conclusions: The Sensitivities of AFP-Ls% at thresholds 5%, 10% and 15% were 58.7%, 48.1% and
43.3%. The Sensitivity of PIVKA-II (threshold: 40mAU/ml) was 98.1%. The Sensitivity of PIVKA-II+ AFP-Ls%
was 99%. There were significant relationships between: AFP-L3% and tumor encapsulation, PIVKA-II and

tumor size and microvascular invasion.

Key Words‘: AFP-15%, PIVKA-II, HCC
DAT VAN DE

Ung thu biéu mé té bao gan (UTBMTBGQ) la
mot trong nhung nh ung thu hang dau, chiém

hang tht5 trong cac loai ung thu va gay tu vong

ding hang th & 3 trén thé gioi®. Viét Nam, la
vung dich té ctia viém gan siéu vi B, nén cd ty 1¢
méc ung thu gan cao, véi ty 1é chuén héa theo
tudi 6 nam gioi la 39/100.000 ding hang dau, va
O nit gioi la 9,5/100.000 ding hang thit 4 sau ung
thu vi, phoi va da day®.

AFP la chét chi diém khoi u dugc st dung tir
lau, trong viéc tam soat, chan doan UTBMTBG.
Gan day, 2 chat chi diém khoi u méi la, AFP-Ls%
(ty 1é ctia mot dong dang ctia AFP) va PIVKA-II
da dwoc st dung va da cho thdy, AFP-Ls%
va/hodc PIVKA-II c¢6 d6 nhay cao hon AFP va c6
moi lién quan khé chét ché véi mot s6 dac diém
khoi u trong UTBMTBG. Vi vay, nghién cttu nay
nham vao muc tiéu:

- Xac dinh d¢ nhay ctia AFP-Ls% va PIVKA
II trong chan doan UTBMTBG.

- Xac dinh su lién quan gitta AFP-Ls% va
PIVKA II va mot s6 ddc diém khoi u trong
UTBMTBG nhu; kich thuéce u, s6 lwgng u, do
biét hoa, giai doan ung thw, su hién dién vo bao
u, st xam nhap vi mach hay khong.

POITUONG-PHUONG PHAPNGHIEN CUU
D6i tuong nghién ciru

Bénh nhan UTBMTBG (duoc xac dinh chan
doan bang giai phau bénh sau khi dwoc phau
thuat cat gan) duoc thit AFP-Ls% va PIVKA 1T
trong vong 2 tuan truede khi mo.

BN khong phan biét tudi tac, gioi tinh, khong
udng Vitamin K hodc dang diéu tri thudc chong
doéng loai khang Vitamin K, chua can thiép diéu
tri trede d6, va duoc phfiu thuat cit gan tai bénh
vién Cho Ray, TP. H6 Chi Minh.

Phuwong phap nghién ctru
Thiét ké'nghién citu

Nghién ctru tién ctru, mo ta cat ngang.
Phuong tién nghién ciru

Xét nghiém AFP-Ls%, PIVKA-II duoc thuc
hién ttr thiét bi uTAS wako i30.

Céc dic diém khodi u nhu; kich thudc u, sO
lwong u, hién dién vo bao, xam nhap vi mach...
dwoc xac dinh b%mg hinh anh hoc (CTscan hay
MRI bung) két hop véi quan sat trong khi phau
thuat.

Céc dic diém nhuw; ban chat khoi u, do biét
hoa va sy xam nhap vi mach duoc xac dinh b?mg
xét nghiém giai phau bénh 1y mau bénh pham
sau mé cat gan.
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Phin tich thong ké

Phan tich thong ké dua trén phan mém SPSS
20.0. Su lién quan gitta AFP-Ls%, PIVKA-II véi
ddc diém khoi u duoc phan tich qua phép kiém
phi tham s6 Mann-Whitney U hay Kruskal
Wallis. Gia tri p <0,05 duoc xem la c6 y nghia
thong keé.

Y diic

Nghién cttu da dwoc thong qua Hoi dong
DPao dtic trong nghién cttu Y sinh hoc Dai hoc Y
Dugc TP. HCM, s6 414/HDDD-DHYD, ngay
01/12/2016.

KET QUA

C6 104 BN thoa diéu kién duoc dwa vao
nghién ctu trong thoi gian tir 2/2017 dén
12/2017, tai khoa U gan, bénh vién Cho Ray TP.
H6 Chi Minh.

Tuéi, gioi

Tuyét dai da s6 la nam gidi, voi ty 1€ 84,6%.
Ty 1é Nam/Ntx 1a: 5,5/1.

Tudi trung binh la 56,3+9,9 (tx 32 dén 77
tudi), 60,6% & do tudi trung nién (40-60 tudi),
nhém tudi <40 chiém ty 1é thap (2,9%).

C6 85% nhiém siéu vi B, C hojc ca 2.

Bang 1: Phin bo'theo tuéi
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Gia tri ctia cac chét chidiém | Giatri |  Giéi han
PIVKA-II (mAU/ml)
Trung binh (D6 lech chuén) [19.900,8|  38.856,4

Trung vi (Khodng t& vi)
Pham vi (Nhd nhét - Lén nhat)

1.634,0 | 490,8-21.556,8

20,0 - 261.255,0
D) nhay ctia AFP-L3%, PIVKA-II trong chan
doan UTTBG

D6 nhay ctia AFP-L:% thay déi tir 43,3%
(ngudng 15%) dén 58,7% (nguong 5%)

D¢ nhay clia PIVKA-I rét cao (98,1%) &
nguong 40 mAU/ml.

Két hop AFP-Ls% va PIVKA-IL: D) nhay cao
(phu thudc PIVKA-II) néu chi chon 1 trong 2
chét dwong tinh.

Khi so sanh véi AFP (ngudng 20 ng/ml): do
nhay ctia AFP-Ls% khong khac, nhung d6 nhay
cta PIVKA 1II hoac PIVKA-II +AFP-Ls% thi cao
hon hén (p <0,001).

Bang 3: Dj nhay ciia AFP-Ls (5%, 10% va 15%) va
PIVKA II (40 mAU/ml):

Chi sé Tsagl nﬁgy p? p®
AFP-L3 (%)
AFP-L325 61| 587 |0576]0,392
AFP-L5210 50 | 481 [0331]0,017
AFP-L3215 45 | 433 [0,096 0,002
PIVKA-Il (mAU/mI)
PIVKA-II240 [102] 98,1 |<0,001]<0,001

Két hop AFP-L3% va PIVKA-II

AFP-L325 hodc PIVKA-II 240 | 103 | 99,0 |<0,001|<0,001

AFP-Ls25 va PIVKA-I1240 | 60 | 57,7 | 0,675 0,320

AFP-L3210 hoac PIVKA-II 240| 103 | 99,0 |<0,001(<0,001

Nhom tudi n Ty lé (%)
<40 3 2,9
40-60 63 60,6
>60 38 36,5
Téng 104 100
Tudi trung binh 56,3+9,9

Gia tri cua AFP-Ls% va PIVKA-II trong UTTBG
Gia tri trung binh ctia AFP-Ls% la 23,5% va

PIVKA-II 1a 19.900,8 mAU/ml. Khoang thay d6i

tte binh thuong dén tang rat cao, pham vi chénh

léch rat1on.

Bang 2: Gid tri cua cic chat chi diém khoi u AFP-

Ls%, PIVKA-II

Gia tri ctia cac chét chi diém | Giatri |  Gioihan
AFP-L3% (%)
Trung binh (D6 léch chuén) 23,5 27,1
Trung vi (Khodng t vi) 8,6 0,5-43,2
Pham vi (Nh& nhét - Lén nhéat) 0,5-88,6

Chuyén Dé Ngoai Khoa

AFP-L3210 va PIVK-11240 | 49 | 47,1 | 0,267 | 0,012

AFP-L3215 hoac PIVKA-II 240| 103 | 99,0 |<0,001(<0,001

AFP-L3=15 va PIVKA-11 240 | 44 | 42,3 | 0,071 0,001

a So sanh v6i dg nhay ciia AFP nguong thuong dung (20 ng/mi)
b So sinh voi dg nhay ciia AFP nguong cua thiét bi (10 ng/ml)
Lién quan gitta gia tri AFPL3 va PIVKA-II véi
dic diém khéi u gan

Pa sd bénh nhan chi ¢6 u don ddc (80,8%),
phan 16n u >5 cm (72,1%), ¢6 vo bao (81,7%) va &
giai doan 1 (60,6%) theo phan loai caa AJCC.
Hién dién xam nhdp mach mau vi thé chiém ty
1é kha thap (24%). Hau hét cac khdi u thudc loai
biét hoa trung binh hodc kém (99%).
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Lién quan gitta gia tri AFP-L:% v6i dac diém
khdi u gan

Cé sy khac biét vé nong do AFP-Ls% o
nhém u khong c6 vo bao véi nhém u c6 vo bao
(p <0,05).
Bdng 4: Lién quan giiva AFP-Ls% v6i dic diém khoi
u gan

Pacdiém U |Tans6-Tylé AFP_!'B%
Trung vi | p
Phan loai kich thuwéc u
<5 29 -27,9% 3,1(0,5-83,7)
>5 75-72,1% 13,1(0,5-88,6) (0,101
Sb lwong u
1 84 —80,8% 7,9 (0,5 - 88,6)
2+ 20-19,2% | 15,2(0,5-80,7) |0,157
Biét hoa
Kém/Khéng 50-48,1% | 13,4 (0,5-88,6)
T6t/Trung binh | 54-51,9% | 5,7(05-84,9) (0,323
Giai doan
1 63- 60,6% 8,4(0,5-84,9)
2 23-221% | 11,2(0,5 - 88,6) 0.545
3 18-17,3% | 10,2 (0,5-80,7)
Xam nhap vi mach
Cé 25 -24% 6,7 (0,5 - 88,6)
Khdng 79 — 75% 9(0,5-84,9) 0,846
V6 bao
Co 85-81,7% 55(0,5 - 88,6)
Khong 19-18,3% | 34,9(0,5-80,7) [0,018

Lién quan gitra gia tri PIVKA-II v6i dic diém
khéi u gan

Co su gia tang vé nong do PIVKA-II 6 nhom
kich thwdc u >5 cm (p <0,001) va xam nhap mach
vi thé (p <0,05) so v6i nhoém con lai.
Bang 5: Dic diém khoi u gan trong mdi lién quan voi
PIVKA-II

e ez NV PIVKA-II
Pacdiem U |Tanso-Tylé -
Trung vi | P
Phan loai kich thuwéc u
<5 29 -27,9% 480 (20 - 10612)
>5 75-72,1% | 5195 (26 - 261255) [<0,001
Sé lwong u
1 84 -80,8% | 1634,0 (20-261255)
2+ 20-19,2% | 1981,4 (26-157413) | 0,615
Biét hoa
Kém/Khdéng | 50-48,1% | 4068 (50 - 261255)
T6t/Trung binh| 54 —51,9% | 1044,5 (20 - 98241) | 0,052
Giai doan
1 63-60,6% | 1436 (20 - 261255) |
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2 A& ooia PIVKA-II
Pacdiem U (Tanso-Tylé -
Trung vi P

2 23-22,1% | 2623 (118-93179) |0,349
3 18-17,3% | 2908 (26 - 157413)
Xam nhap vi mach

Co 25— 24% 5049 (118 - 98241)
Khong 79—75% | 1055 (20 - 261255) | 0,026
Vo bao
Co 85-81,7% [1323,8 (20 — 261255)
Khong 19-18,3% | 5003 (26 —92501) | 0,283
BAN LUAN

Tri s6 va d§ nhay caa AFP-L:%, PIVKA-II trong
chian doan UTTBG

Nguong chan doan cho AFP la 20 ng/ml
(ngudng tdi wu hda dd nhay va dac hiéu duoc
Sherman dé nghi va 1a ngudng duoc st dung
nhiéu nhat)®. Doi véi AFP-Ls%, mot s6 nghién
ciu st dung cac ngudng gom; AFP-Ls>5%,
210%, 215%, trong d6 ngudng thuong dung la
5% hay 10%, va ngudng 15% duoc Hoi Gan Mat
Nhat Ban st dung cho huéng dan tam soét va
chan doan bénh UTBMTBG®. D6i v6i PIVKA-II,
nguong thuong dung la 40 mAU/ml va duoc
xem la ngudng t6t nhat cho chan doan®, day
ciing la ngudng duoc dé nghi boéi nha san xuat
thiét bi UTAS WAKO6789),

AFP-L3%: Véi ngudng AFP-Ls% 1a 5%, 10%,
va 15% thi do nhay trong nghién cttu ctia chiing
toi 1a 58,7%, 48,1% va 43,3%, teong twe voi nghién
ctu cta Pau Quang Liéu lan lwot la 51,5%,
45,5%, 36,4%1 va ctia Lim TS Tan luwot 1a 61,2%,
va 47,1%%. Tuy nhién, két qua cta ching toi
thap hon ctia Choi JY v6i d6 nhay cua AFP-L3%
0 ngudng 5% va 10% 1a; 82,2% va 67,8%1.

PIVKA-II: Véi nguong 40 mAU/ml, ching
t0i nhan thay PIVKA-II ¢6 d6 nhay la 98,1%. Két
qua nay twong te nhu mot s6 nghién ctru khac
nhu; Dau Quang Liéu la 81,8%(19 va Truong BX
la 87,8%1. Tuy nhién, két qua nay cao hon so
v6i mot s6 tac gia nhu; Toyoda H 1a 52% va Park
SJ 1a 70,89%@®13).

Nhin chung trong nghién cttu nay, chuing to6i
nhéan thdy d¢ nhay ctia AFP (20 ng/ml) cao hon
mot it so véi AFP-Ls% (p >0,05) nhung thap hon
hén so véi PIVKA-II (p <0,001) hay so véi sy két
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hop giita AFP-Ls% véi PIVKA-IL Mot phan tich
gop tit 12 nghién cttu ctia Yi X ghi nhan do nhay
caa AFP la 61,9%, cao hon so vdi d§ nhay ctia
AFP-Ls% la 43,8%19, nhung Kobayashi M lai
thay d6 nhay ctia AFP la 38%, thdp hon do nhay
cua AFP-Ls% o ngudng 5% la 47,2% nhung cao
hon so v6i do nhay AFP-Ls% ¢ ngudng 10% la
18,8%1.

Do d¢ nhay cua PIVKA-II véi ngudng 40
mAU/ml 1a rét cao, nén khi két hop véi do nhay
cua AFP-Ls% thi két qua d¢ nhay ctia 2 chét nay
phu thudc nhiéu vao d¢ nhay ctia PIVKA-II (khi
xét c6 mot trong hai chat ting) va phu thudc vao
do6 nhay ctia AFP-Ls% (khi xét dong thoi ca hai
chat cing tang) (Bing 3). Nghién cttu ctia Park SJ
cing cho két qua tuong tw nhu khi két hop 1
trong 2 chat thi ¢6 d6 nhay cao la 70,89% nhung
khi két hop ca 2 chat thi c6 d6 nhay thap hon véi
43,04%®. Nghién ctu ctia Choi JY cho thay, do
nhay cua AFP-L:% voi ngudng 5% va 10% la
82,2% va 67,8%, con do nhay cta PIVKA-II la
62,2%, khi két hop hai chat nay do nhay tang lén
84,4% - 94,4% .

Dic diém khoi u va AFP-Ls%, PIVKA-II

Nghién ctru ctia ching t6i cho thdy co su két
hop gitta AFP-Ls% va sy hién dién vo bao u,
nhung chua thdy c6 sy lién quan véi cac déc
diém khac (Bang 4). B6i v6i PIVKA-II, ching t6i
nhan thay cé su lién quan gitta nong d PIVKA-
I v6i dédc diém kich thude u va xam nhap mach
vi thé, nhung chua thdy mdi lién hé véi cac dac
diém nhu; s6 lugng u, do biét hoa, giai doan u,
hay su hién dién vé bao u (Bang 5).

Mot s6 nghién cttu cho thdy ¢ su két hop
gitta mot s6 ddc diém u voi nong do AFP-Ls%
nhu; Hirokawa nhan thdy ¢ su lién quan gitta
AFP-Ls% véi dac diém xam nhap mach vi théto,
Choi JY ghi nhan AFP-Ls% c6 lién quan dén kich
thudc u®. Tuy nhién, Shamseya AM ghi nhan
AFP-Ls% khong cb mdi lién quan vodi giai doan
ung thu® va Yamamoto K két luan rang AFP-
Ls% khong lién quan véi cac ddc diém khoi u
trén nhung lai ghi nhan PIVKA-II ¢ lién quan

Chuyén Dé Ngoai Khoa
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vOi cac dac diém nhu; kich thwde u, do biét hoa
va xam nhap vi mach(®).

Nghién cttu cta Ton That Ngoc cling ghi
nhan, PIVKA-II ¢6 lién quan vdi kich thude u khi
so sanh gitra cdc nhom u (<5 cm, 5-10 cm, >10
cm®. Poté N cling ghi nhan twong tuw voi ching
t0i vé dac diém xam nhap mach vi theo.

KET LUAN

D6 nhay cua AFP-Ls% 6 cac ngudng 5%,
10% va 15% theo thi tw la; 43,3%, 48,1% va
58,7%, khong khac biét véi do nhay ctia AFP ¢
nguong 20 ng/ml (p >0,05).

D6 nhay cta PIVKA-II 6 ngudng 40
mAU/ml 1a 98,1%, rat cao so v6i do nhay cua
AFP ngudng 20ng/ml (p <0,001). Khi két hop
AFP-Ls hodc PIVKA-II (1 trong 2 duong tinh) thi
cling cao hon han so véi AFP (p <0,001).

Co su lién quan gitta AFP-Ls% véi sy hién
dién vo bao u (p=0,018), va gitta PIVKA-II véi
kich thudce u (p <0,001) va sy xam nhap vi mach
(p=0,026).
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