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GIA TRI CUA AFP-L:%, PIVKA-II TRONG TIEN LUONG TAI PHAT

SAU CAT GAN DO UNG THU BIEU MO TE BAO GAN
V6 Duy Thuian', Nguyén Dinh Song Huy', Vieong Thira Diic®
TOM TAT

Muc tiéu: Viéc tién luwgng tdi phdt sau mé cit gan doi v6i ung thuw biéu mo té'bao gan (UTBMTBG) vin con
la mot diéu khé khin. Gian ddy, viéc phdi hop hinh dnh hoc (CT, MRI) v6i cdc chit chi diém nhw ty 1 AFP-Ls
(AFP-Ls% - dong dang ctia AFP) va PIVKA-II dd cho thay nhiéu ich lgi. Vi vdy, nghién cieu nham xdc dinh gid
tri clia chiing trong tién luong sau md cit gan.

Déi tuong - Phuong phdp nghién citu: Doan hé tiéh cieu trén 104 bénh nhan (BN) duwoc cit gan v theo
doi t6i 2 nam. Chit chi diéin ung thw dwoc thir trong vong 2 tuidn trieée mé va sau mo'1 thang. Xdc dinh tdi phdt
dua trén CT, MRI hodc sinh thiét. S6'ligu thong ké bing phiin mém SPSS 20.0 va phan tich qua biéu d6 ROC,
Kaplan-Meier va Log-rank test. Gid tri p <0,05 diwrgc xem la c6 y nghia thong keé.

Két qua: Gid tri nguong AFP-Ls% trude md trong tién lirong tdi phdt va song con la 13,6%, (A9 nhay:
59,26 %, do ddc hiéu: 70%, AUC= 0,636, p=0,017). Gid tri ngueong PIVKA-II trieoc mé’trong tien leong tai phat
va song con la 903 mAU/ml, (A9 nhay: 79,6%, do dic hiéu: 62%, AUC=0,703, p=0,000355). AFP-Ls% wva
PIVKA-II trudc moé virot trén nguong cé lién quan xdu dén tién lwong tdi phdt va séng con sau mé (p <0,005).
Phéi hgp AFP-Ls%, PIVKA-II va AFP: cang cé nhiéu chit chi diém khoi u cao viegt nguong thi tién lupng cang
kém. Nhém cé 3 chit chi diém khoi u dwong tinh c6 tién lwong kém nhdt, nhém cé cd 3 chit déu dm tinh cd tién
lweong tot nhit.

Két lugn: Nguong tham chiéi ciia AFP-Ls%, PIVKA-II trieée md trong tién luwgng tdi phit va song con sau
md it gan do UTBMTBG la: 13,6% va 903 mAU/mL.

Tir khéa: AFP-Ls, PIVKA-II, Tdi phdt va song con sau md cit gan do UTBMTBG
ABSTRACT

VALUES OF AFP-Ls% AND PIVKA-II IN RECURRENCE PROGNOSIS AFTER LIVER RESECTION
FOR 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: 13-19

Objectives: The prognosis of recurrence after hepatectomy in HCC is still difficult. The association between
image studies (CT, MRI) with AFP-Ls and PIVKA-II is now proved of interest. This study is to determine the
values of these 2 new tumor markers in predicting the recurrence risk of HCC after liver resection.

Methods: Prospective cohort study in 104 HCC patients who were operated and followed up to deaths or 2
years. The tumor markers were preoperatively measured and the recurrences were diagnosed by CT, MRI or
biopsy. Data were estimated by SPSS 20.0 and analyzed with Receiver operating characteristic (ROC) curves to
determine the predictive value of tumor markers, and Kaplan-Meier survival curves and Log-rank test to find the
relationships between DFS and OS and level of tumor markers (p value <0.05 is statistically significant).

Results: The values of tumor markers in recurrence and survival prognosis were: Preoperative
threshold of AFP-Ls% was 13.6%, (sensitivity: 59.26%, specificity: 70%, AUC=0.636, p=0.017).
Preoperative threshold of PIVKA-II was 903 mAU/ml, (sensitivity: 79.6%, specificity: 62%, AUC=0.703,
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p=0.000355). High Levels of preoperative AFP-Ls% and PIVKA-II were significantly related with recurrence
and survival after operation (p <0.005). Association between 3 tumor markers (AFP-Ls%, PIVKA-II and
AFP): patients who had the more numbers of preoperative tumor markers higher than valuable thresholds the
worse their prognoses were.

Conclusions: Valuable thresholds of preoperative AFP-Ls% and PIVKA-II in recurrence and survival

prognosis were 13.6% and 903 mAU/ml.

Keywords: AFP-Ls%, PIVKA-II, recurrence and survival after hepatectomy for HCC

DAT VAN DE

Ung thu biéu mo t€ bao gan (UTBMTBG,) la
mot trong nhuing ung thu ¢6 du hau xau voi ty
1& s6ng con toan bd va tai phat 5 ndm sau phau
thuat cat gan lan luot l1a 30%-50% va 70%-
85%M. Mac du viéc chan doan va diéu tri
UTBMTBG da dat nhiéu tién b, nhung van
con kho khan trong theo doi tién trién va tién
leong bénh. Vi vay, viéc phat hién sém cac
treong hop c6 nguy co tai phét cao sau phau
thuat cit gan, d& c6 hudng diéu tri sém va nho
do cai thién tién lwong sau ph?lu thuat do
UTBMTBG la mdt van dé can thiét.

AFP la mét chat chi diém khdi u da ting
dwoc st dung tit 1au. Tuy nhién, d nhay trong
chan doan va theo doi tai phat cua AFP khong
cao, voi 40% am tinh gia va dé bi duong tinh gia
¢ bénh nhan r6i loan chitc ndng gan®. Gan day,
nhiéu nghién ctru cho thay cac chat nhw AFP-Ls
(mot dong dang cua AFP) cung véi PIVKA-IIL ¢6
vai tro tich cuc hon trong theo ddi va chan doan
tai phat bénh sau phéu thuat®+59. Vi vay, muc
tiéu ctia nghién ctru nay la nhim vao viéc xac
dinh gia tri cia AFP-Ls% va PIVKA-II trong tién
lwong tai phat va sdng con sau phau thuat cat
gan do UTBMTBG.

POITUONG-PHUONG PHAPNGHIEN CUU
D6i twgng nghién ciru

C6 104 bénh nhan (BN) UTBMTBG duoc
diéu tri cit gan va theo doi tai khoa U gan, bénh
vién (BV) Cho Ray TP. H6 Chi Minh tir thang
01/2017-12/2017
Phwong phap nghién cttu
Thiét ké'nghién citu

Tién cttu doan hé khong nhom ching.
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Comau

Puoc tinh 1a 29 (theo HR ctia PIVKA-1I=2.877
(Wang BL)") hodc 63,52 (theo HR cua AFP-
L5%=2,02 (Cheng J)®). T4t ca cac kiém dinh dwoc
xem la cé y nghia thong ké véi gia tri p <0,05.
Phuong phdp thyc hién

Bénh nhan (BN) UTBMTBG (dugc xac dinh
bang giai phau bénh sau phau thuat cit gan)
khéng phan biét tudi, gidi, khong uéng Vitamin
K hodc diéu tri thudc khang Vitamin K, chua
duoc ap dung cac phuong phap diéu tri nao
trede do, duoc thie AFP-Ls% va PIVKA 1I trong
vong 2 tuan trude khi mo.

BN khong c6 di can ngoai gan, duoc phau
thuat cit gan tai khoa U gan, bénh vién Cho Réy
TP. H6 Chi Minh. Khi m6 khong bi v6 u, khong
sét u, dién cit cach u tir 0,5-1 cm va khong co tai
phat hodc sét u gan thay dwoc trén phim chup
CT scan hoac MRI khi tai kham 01 thang sau mo
va dugc theo ddi méi 3 thang cho t6i khi tir vong
hodc t6i 24 thang sau phau thuat.

Tiéu chuan tai phat: Dya vao hinh anh hoc
(CT scan, MRI, xa hinh xwong va/hoac PET CT)
hodc giai ph?au bénh néu BN dwoc phfiu thuat
[an 2 hay sinh thiét gan.

X ly dir liéu

Phan tinh théng ké véi phan mém SPSS 20.0.
Tinh d6 nhay, d¢ dac hiéu twong tng véi cac
diém cat ctia AFP, AFP-15%, PIVKA-IL Biéu d6
ROC dé€ xac dinh nguong gia tri AFP, AFPLs%,
PIVKA-II trudc mo voi tai phat hay tir vong.

Biéu d6 Kaplan-Meier va phép kiém Log-
rank d€ so sanh ty 1é sdng con va thoi gian séng
khong bénh cta BN diéu tri bang phau thuat
gitta cdc nhom.

Chuyén bé Ngoai Khoa
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Y diic

Nghién cttu nay dwoc thong qua boi Hoi
dong Dao duc trong nghién ctru Y sinh hoc Pai
hoc Y Duoc TP. HCVM, s6 414/HDDD-DHYD,
ngay 01/12/2016.

KET QUA

Trong thoi gian tir 01/2017 dén 12/2017, ¢
104 bénh nhan UTBMTBG duoc diéu tri cat gan
va theo ddi tai khoa U gan BV Cho Ray.

Thoi gian va vi tri tai phat

Trong 104 BN duoc theo ddi trong thoi gian
3,9-34,97 thang, trung binh 1a 27,2 thang, trung vi
1a 28,9 thang, chung t6i ghi nhan:

- C626/104 ca tir vong (25%) do UTBMTBG.

- C6 54/104 bi tai phat (51,9%) gom cd; 36 BN
(34,6%) tai phat trong ndm dau va 18 BN (17,3%)
tai phét trong ndm thit 2 sau md. C6 42/54 BN tai
phat tai gan, 3/54 trong gan + ngoai gan va 9/54
BN chi tdi phat ngoai gan.

- Thoi gian tai phat trung binh = 11,42 thang
(2,53 -28,73), trung vi = 10,3 thang.
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- Thoi gian song con khong bénh trung binh
= 20,2 thang (2,53-34,93), trung vi = 25,6 thang.
Thoi gian sdng con toan bd trung binh = 27,25
thang (3,9-34,97), trung vi = 28,9 thang.

Nguong AFP, AFP-L3%, PIVKA-II (truéc mo)
trong tién lwong tai phat

Diém cat t6i wu d€ du doan tai phat cia AFP
la 21,4ng/ml, c6 do nhay la 66,67%, d dac hiéu
la 58%, gia tri tién doan (+) la 62,5%, dién tich
dwdi duwong cong (AUC) 1a 0,625 véi p=0,034 va
95% KTC la 0,512-0,729.

Diém cit t6i wu dé¢ du doan tdi phat cta
AFP-Ls% la 13,6%, c6 do nhay la 59,26 %, d6 dac
hiéu 1a 70%, gia tri tién doan (+) 1a 64,2%, dién
tich duwdi duwong cong (AUC) la 0,636 voi
p=0,017, 95% KTC=0,526-0,746.

Diém cat t6i wu dé du doan tai phét cua
PIVKA-II 1a 903 mAU/ml, c6 do nhay 1a 79,6%,
do dac hiéu la 62%, gia tri tién doan (+) la
71,15%, dién tich dudi dwong cong (AUC) la
0,703 véi p=0,000355, 95% KTC=0,6-0,8.
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Hinh 1: Buong cong ROC so sianh nong dg truéc md cua cic chit AFP, AFP-Ls%, va PIVKA-II lién quan vdi
tdi phat

Lién quan gitta AFP-Ls% v6éi tai phat va song
con toan bo

Co6 su khac biét co y nghia trong tién lwong
song khong bénh va sdng con toan by gitta 2
nhom AFP-Ls% <13,6% va nhém AFP-Ls%
>13,6% (p <0,005) (Hinh 2).

Chuyén Dé Ngoai Khoa

C6 sur khdc biét co y nghia trong tién luong
song con toan by gitta 2 nhom AFP-L:% sau
phau thuat 01 thang (nhém AFP-15% <13,6% va
nhom AFP-Ls% >13,6%) (p=0,042) nhung chua
thay su khac biét trong tién luong song khong
bénh (p >0,05).
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Lién quan giita PIVKA-II véi tai phat va song
con toan bo

C6 sy khac biét c6 y nghia trong tién luong
song khong bénh va sdng con toan bd gitta 2
nhom, PIVKA-II<903 mAU/ml va PIVKA-II 2903
mAU/ml (p<0,005) (Hinh 3).

Sau md cat gan, 9% BN déu giam PIVKA-II
dwdi mitc 903mAU/mL.

Phéi hop 3 chat chi diém khdi u truéc phau
thuat trong tién luong

Khi phéi hop 3 chat chi diém khéi u (Duong
tinh khi AFP >21,4 ng/ml, AFP-L3% 2>13,6%,
PIVKA-II 2903 mAU/ml) cho thdy (Hinh 4):

- Trong tién lwong tai phat: Khong co sw
khac biét gitta cac nhom; khong cd chat nao
duong tinh (0+) so vdi 1 chdt duwong tinh (1+)
(p=0,214); 1 chat so véi 2 chat duong tinh (2+)

PUGNG CONG SONG KHONG BENH
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(p=0,138); 2 chat dwong tinh so v6i 3 chat duong
tinh (3+), (p=0,094).

- C6 su khac biét gitra cac nhom:

(0+) 50 v6i (2+) (p=0,007), hodic (3+) (p <0,0001).

(1+) 50 V6i (3+) (p=0,004).

(0+) va (14) s0 v6i (2+) va 3(+) (p <0,001).

- Trong tién luong song con: Khong co s
khac biét vé ty 1& song con ¢ nhdm khong co chat
duong tinh (0+) so vo6i 1 chat dwong (1+)
(p=0/436), 1 chdt so véi 2 chat duwong (2+)
(p=0,071), 2 chat so vdi 3 chat duong tinh (3+)
(p=0,495).

- C6 st khéc biét c6 y nghia gitta cAic nhom:

(0+) 50 061 (2+) (p=0,006), hodic (3+) (p=0,001),

(1+) s0 061 (3+) (p=0,016).

(0+) va (14) so véi (2+) va (3+) (p <0,001).
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Hinh 3: PIVKA-II triéc phiu thugt lién quan vdi tdi phdt va song con toan bg
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DUGNG CONG SONG KHONG BENH
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Hinh 4: Phoi hop AFP-L3%, PIVKA-II véi AFP trong tdi phadt va song con

BAN LUAN
Nguong cia AFP, AFP-L3%, PIVKA-II trong
tién luwgng tai phat va sdng con

Madc du do nhay va do ddc hiéu cho tién
dodn tai phat cua cac chat AFP, AFP-Ls%,
PIVKA-II v6i cac diém cat trong nghién ctru nay
khong cao nhung déu cd sw khac biét cd y nghia
trong tién doan tai phat (p <0,05). So sanh dién
tich dwdi duong cong ROC (AUC), chung toi
nhan thay PIVKA-II ¢6 dién tich dudi duong
cong 16n nhat, tiép dén la AFP-Ls% va AFP (Hinh
1). Nhu vay, PIVKA-II ¢6 thé cé gia tri chan doan
cao hon 2 chat con lai.

AFP-L3%

Nguong AFP-Ls% trong nghién cttu caa
chang t6i 1a 13,6%, cho thdy gia tri nay cling ndm
trong gioi han ngudng dung trong tién luong
bénh ctia nhiéu nghién ctru khac. Dua vao biéu
do Kaplan Meier, nhiéu nghién ctu cho thay,
BN c¢6 AFP-Ls% vuot ngudng (thay doi tte 5-15%
tuy tac gia) cd tién luong song khong bénh va
sdng con toan bd xdu hon BN c6 c6 cac chi s6
thap hon ngudng.

Tamura Y® nhéan thdy BN c6 AFP-Ls% <10%
c6 gia tri tién luwong tot hon sau phau thuat cat
gan va dot u (RFA) so véi nhém con lai
(p=0,024).

Saito nhan thdy, BN c6 AFP-Ls% <10% cd
tién luong tai phat va sdng con sau cit gan cao
hon BN c6 AFP-L5%>10% v6i thoi gian theo doi

Chuyén Dé Ngoai Khoa

trung binh 1a 30,5 thang®.

Yamao T véi 283 BN c6 AFP <20 ng/ml
dwoc diéu tri phﬁu thuat cit gan hay RFA,
cting cho thdy nhom BN c6 AFP-Ls% <10% c6
ty 1é tai phat va ty 1é séng con toan bo tot hon
so vOoi nhom BN c6 AFP-L:% >10%19. Do do,
AFP-Ls% con co vai tro tién lwong ¢ nhitng BN
c6 AFP thap (<20 ng/ml).

Mot sO nghién cttu con st dung cac
ngudng gia tri 7% hay 24,4% d6i voi AFP-Ls%
trong tién lwong bénh UTBMTBG sau diéu tri
khong phau thuattb.

Su thay d6i ctia AFP-Ls% truedc va sau phau
thuat cling ¢6 anh huong dén tién luong. Okuda
K. véi 84 BN duoc cit gan va 46 BN duoc dot u
bang vi song (MWA) nhén thay, nhém c6 AFP-
L5% sau md vuwot ngudng co tién lugng song
khong bénh va sdng con toan bo kém hon nhém
AFP-Ls% dudi ngudng (p <0,0001)12. Nghién
ciu cua Zhang XF ciing nhan thay két qua
teong tir & nhom BN ¢ AFP-Ls% vuot ngudng
sau md so véi nhdm con lai (p <0,001)03).
PIVKA-IT

Trong nghién ctru cta chung to6i, gia tri
nguong PIVKA-II trong tién lwong tai phat la
903 mAU/ml. Két qua nay thdp hon cuta
Shimoda véi 1.240 mAU/ml trong tién luong
tdi phat sém sau phau thuat (p=0,0001)1
nhung cao hon so voi két qua cta nhiéu
nghién cttu khac nhu:
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- Hakamada K véi ngudong PIVKA-II >400
mAU/ml 1a mét yéu t0 tién luong doc lap trong
tién luong séng con toan bd va tién luong song
khong bénh(®.

- Wang BL v6i ngudng PIVKA-II la
373,5mAU/ml trong tién lugng tai phat sau phau
thuat cit gan, 6ng nhan thdy nhém BN véi
PIVKA-II <373,5 mAU/ml c¢6 ty 1€ tai phat sau
phau thuat cat gan thdp hon nhém BN c6
PIVKA-II 2373,5 mAU/ml (p <0,0001)?.

- Hong YM & ngudng PIVKA-II >46 mAU/ml
la mot yéu td tién doan tot cho tai phat sém sau
phau thuat(o.

- Kim WJ nhéan thdy, ngudng PIVKA-II >200
mAU/ml la mot yéu t8 tién luong tai phat som
sau phau thuat ct gan (p <0,001)1.

Sw phdi hop cac chat chi diém trong tién lugng

Khi phoi hop ca 3 chat (AFP-Ls%, PIVKA-II
va AFP) trong tién luong thi, khi ¢6 ca 3 chat chi
diém khoi u cung (+) thi ty 1€ tai phét cao nhat va
ty 16 sdng con toan bd thap nhat. Va khi so sanh
nhom c6 2 chat chi diém (+) tro 1én cling o tién
leong tai phat cao hon va sdng con toan by kém
hon so v6i nhom <2 chat chi diém khoi u (+)
(Hinh 4).

Kiriyama S nhéan thay, c6 su khac biét vé ty
1é song khong bénh va sdng con toan bd gitia
nhom c6 3 chat cing tang sé kém hon cac nhém
c6 it hon 3 chat khong tang®.

Nakagawa S ghi nhan, BN ¢6 dong thoi 3
chat chi diém khoi u (+) sé ¢o tién luong rat
kém@9),

Tuy nhién, véi 173 BN duge md cit gan,
Toyoda H nhén thdy sd luong chat chi diém
khéi u (+) khi phdi hop AFP, AFP-L:%,
PIVKA-II tredc phau thuat chua thé danh gid
duoc tién lugng tai phat va sdng con toan b
sau diéu tri, nhung su phoi hop cua cac chat
nay sau mo thi c6 y nghia trong tién lwong tai
phat va s6ng con®.

Ryu T khi nghién ctu 475 BN UTBMTBG
trong tiéu chudn Milan dwoc phau thuat cit gan
va pha hty u bang vi séng cho thdy, nhém BN
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c6 dong thoi 3 chat chi diém khdi u (+) co ty 1é
song khong bénh va sdng con kém hon so voi
nhém ¢6 ca 3 chat chi diém am tinh hay nhém
chi ¢6 1 chat chi diém (+). Hon nita, giong nhuw
két qua nghién ctru cua ching t6i, Ryu T cling
nhan thay, cd su khac biét vé ty 1é song con va
song khong bénh sau phau thuat cat gan gitta
nhom c¢6 1 chat chi diém khoi u so véi nhoém 6
>2 chat chi diém khoi u (+)®.

KET LUAN

Véi 104 BN UTBMTBG cat gan va theo dai
trong 2 nam (14/2/2017- 26/12/2017), ching toi
rut ra két luan nhu sau:

- Gia tri nguong AFP-Ls% trudc mo trong
tién lwong tai phat va song con la 13,6%,
(AUC=0,636, p=0,017).

- Gia tri nguong PIVKA-II truéc mé trong
tién lugng tai phat va séng con la 903 mAU/m],
(AUC=0,703, p=0,000355).

- BN ¢6 gid tri AFP-Ls%, PIVKA-II trudc md
trén ngudng sé cd tién lirong kém hon nhom BN
con lai.

- Su phoi hop gitta AFP-Ls%, PIVKA-II va
AFP cho thdy BN cang c6 nhiéu chat chi diém
kh6i u cao vuot ngudng thi tién lwong séng con
toan bo cang kém.
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