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Abstract: This paper aims to evaluate the GALAD score in diagnosing hepatocellular carcinoma.
The paper conducted a retrospective study of 86 Hepatocellular Carcinoma patients who underwent
AFP, AFP-L3, and PIVKA Il. The results show that the average age of the patients was 57.7 + 11.14,
the ratio of male/female was 11.34/1. The median values of AFP, AFP-L3, and PIVKA-II before
treatment were 196 ng/mL, 16.2%, and 3154.5 mAU/mL, respectively. The sensitivity of AFP, AFP-
L3, and PIVKA-II was 80.2%; 58.1%; and 88.4%, respectively. The combination of the three
markers also showed a high sensitivity of 94.2%. The mean value of GALAD in the patients was
5.83 £ 5.3. The liver cancer probability index was 0.8485 + 0.276. Overall, the paper results suggest
that using the BALAD score is both easy to practice and economical, which is highly useful for the
early detection of hepatocellular carcinoma.
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Pénh gia thang diém GALAD trong chan doan
ung thu bi€éu mo6 té bao gan

Pham Cam Phuong!”, Mai Trong Khoa®, Nguyén Thuan Loit, Vii Thi Ly?

YTrung tam Y hoc hat nhén va Ung buéu, Bénh vién Bach Mai,
78 Gidi Phéng, Pong Pa, Ha Néi, Viét Nam

2Tru"(}ng Dai hoc Y Duoc, Pai hoc Quéc gia Ha N¢i, 144 Xudn Thuy, Cau Gicfy, Ha Noi, Viéet Nam

Nhan ngay 02 thang 9 ndm 2021
Chinh sira ngay 13 thdng 9 nam 2021; Chap nhan dang ngay 13 thang 9 nam 2021

Tém tit: Myc tidu: danh gia thang diém GALAD trong chan doan ung thu biéu mé té bao gan. Dbi
tugng va phuong phap nghién ciru: nghién ciru mé ta hoi ctru trén 86 bénh nhan dugc chan doan xéac
dinh ung thu biéu mé té bao gan va dugc lam bd ba xét nghiém AFP, AFP-L3, PIVKA II tai Trung
tdm Y hoc hat nhan va Ung budu, Bénh vién Bach Mai. Két qua nghién cuu: tudi trung binh mic
bénh ung thu biéu mo té bao gan la 57,7 = 11,14, ti 1€ nam/nir 14 11,34/1. Gia tri trung vi cia AFP,
AFP-L3, PIVKA-II trudce diéu tri 1an lugt 1a 196 ng/mL; 16,2%; 3154,5 mAU/mL. Do nhay cua
AFP, AFP-L3 va PIVKA-II 14n luot 12 80,2%; 58,1%; 88.,4%. Su két hop ca ba marker cho d§ nhay
cao 1a 94,2%. Gia tri trung binh GALAD & nhom dbi twong nghién ctru 1a 5,83 + 5,3. Chi sb dy doan
ung thu gan Probility 1a 0,8485 + 0,276. Két luan: sir dung thang diém BALAD vira d& thuc hién,
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tiét kiém chi phi, giup nang cao hiéu qua chan doan sém ung thu biéu mo té bao gan.

Tir khéa: Ung thu biéu mo té bao gan, PIVKA-II, thang diém GALAD.

1. Mé dau

Ung thu gan 13 loai ung thu phd bién ding
tha 6 trén thé giéi va dung tha 3 trong céac
nguyén nhan gay tr vong do ung thu & nguoi [1].
Tai Viét Nam, theo co quan ghi nhan ung thu
qudc té duge cong bd trén GLOBOCAN 2020,
ty 18 mac ung thu gan chuén theo tudi & nam giGi
1a 38,0/100.000 dan (dtng hang thir nhat), & nir
gidi 1a 9,8/100.000 (dung hang thtr nam) va la
nguyén nhan tir vong hang dau & nam gidi. Ung
thy biéu md té bao gan (Hepatocellular
carcinoma - HCC) 14 loai ung thu phd bién nhit
chiém 90% cac trudng hop ung thu gan. Hién
nay, khong chi c6 AFP ma con c6 mot sd chat
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chi dau ung thu khac c6 tiém niang chan doan ung
thu biéu md té bao gan dd dwgc dua vao tng
dung nhu AFP-L3 va PIVKA Il (prothrombin
induced by the absence of vitamin K or
antagonist-1I) hay con goi 1a DCP (Desgamma-
carboxy prothrombin). AFP-L3 la mot dong
phan (isoform) cua AFP. AFP-L3 duoc san xudt
boi cac té bao gan 4c tinh, gin vao LCA vei ai
luc cao do N-acetylglucosamine dugc gin thém
alpha 1-6 fucose va 1a dang chu yéu duoc thdy &
cac bénh nhan bi ung thu biéu md té bao gan.
PIVKA- 1I 1a mét dang bét thuong dugc tao ra
boi sy thiéu Vitamin K cia prothrombin, mot
yéu t6 d6ng mau duoc san xuét boi gan. Nong do
PIVKA Il binh thuong 12 < 40 mAU/mL. O bénh
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nhan ung thu biéu mé té bao gan ndng d6 PIVKA
II c6 thé tang trén 1én dén hang nghin mAU/ml.
Nhiéu nghién ctru cho thiy sy ting PIVKA II
thuong phan anh tinh trang cia bénh, kich thudc
khéi u, sy xAm 14n tinh mach cira [2]. C4c nghién
ctru trong nudc hién nay déu danh gia AFP la
mdt chi diu ung thu quan trong cta ung thu biéu
mo té bao gan tuy nhién do st dung don 1¢ nén
dd nhay va do dac hiéu con thép. Ho1 Gan hoc
Nhat Ban khuyén cao st dung 3 diu 4n AFP,
AFP-L3, PIVKA-II két hop véi siéu 4m nham
phat hién sém ung thu biéu mé té bao gan trén
nhiing bénh nhan c6 bénh gan man tinh lién quan
dén viém gan B va viém gan C [3]. Tudi cao va
nam giéi 1a nhitng yéu t6 nguy co quan trong
hinh thanh nén ung thu biéu mé té bao gan. M6
hinh GALAD bao gom 3 diu 4n huyét thanh
AFP, AFP-L3, PIVKA Il ciing v6i hai yéu t tudi
va gidi cho thdy hiéu quéa phat hién ung thu biéu
mo té bao gan cao hon so voi két hop ba déu 4n
thong thuong.

Thuat toan GALAD dugc tinh theo cong
thire sau [4, 5]:

Z=-10,08 + 0,09 x Tudi + 1,67 x Gidi + 2,34
X logio(AFP)

+ 0,04 x AFP-L3 + 1,33 x log1o(PIVKA-II)

Quy udc vé gidi: nam = 1, nir = 0, don vi ctia
AFP va PIVKA-II 1a ng/mL.

Kha ning du doan ung thu biéu mé té bao
gan dugc tinh theo cong thirc nhu sau:

Dy doén ung thu biéu mé té bao gan = exp
(2) (1 +exp(2))

Tuy nhién & Viét Nam con it nghién ctru vé
van dé nay do d6 chiing t6i tién hanh nghién ciru
dé tai: “Panh gia thang diém GALAD trong chan
doan ung thu biéu mo té bao gan”.

2. Poi twgng va phuwong phap nghién ciru
2.1. Poi twrong nghién ciiu

86 bénh nhan dugc chin doan xac dinh ung
thu biéu mé té bao gan va dugc lam bd ba xét
nghiém AFP, AFP-L3, PIVKA II tai Trung tdm
Y hoc hat nhan va Ung budu, Bénh vién Bach
Mai tir thang 1/2020 dén thang 12/2020.

2.2. Phwong phap nghién curu

M5 ta hdi ctru.

Quy trinh nghién ciru: bénh nhan dwoc chan
doan xac dinh ung thu biéu mo té bao gan theo
hudng dan chan doan cia BO Y té nam 2020 bao
gdm két hop yéu t6 nguy co viém gan B/viém
gan C véi gia tri AFP va hinh anh hoc dién hinh
trén CT/MRI hodc két qua mo bénh hoc [6]. Bénh
nhan dugc lam bd ba xét nghiém AFP, AFP,
PIVKA II theo ngudng cua b kit xét nghiém.

2.3. Xir Iy va phdn tich so liéu

Str dung ph?;n mém SPSS version 20.0 cho
cac phan tich thong ké.

3. Két qua nghién ctru
3.1. Pdc diém bénh nhéan

Bang 1. Phan b6 theo nhom tudi
cua doi tugng nghién clru

Nhém tudi n Ti 1€ (%) T-test
<50 23 26,7
51-70 54 62,8 _
>70 9 105 | P04
Tong 86 100
Tuoi trung binh: 57,7 £11,14

Nhan xét: tudi mic bénh tré nhat 1a 24 tudi,
gia nhét 12 81 tudi. Nhom tudi c6 ty 1& mic bénh
thap nhat 1a 16n hon 70 tudi, c6 ty 1& mac bénh
cao nhat 1a nhém 51- 70 tudi (Bang 1).

Phén b theo gii
8,1%

= Nam mnir

Biéu dd 1. Phan b theo gidi cua ddi twong
nghién ctu.
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Nhén xét: nam gi6i gip nhiéu hon nit gioi. Ti
1¢ nam/nir 1a 11,34/1 (Biéu dd 1).

Nhin xét: ti 1€ bénh nhan xo gan, viém gan
B, str dung rugu chiém ti lé’cao 88.,4%; 82,6% va
55,8%; ti 1€ viém gan C thap (4,7%) (Bang 2).

Béang 2. Mot sO yéu t6 nguy co
cua doi tugng nghién ctiru

3.2. Gid tri cua AFP, AFP-L3, PIVKA-II

Yéu té Xo | Viém | viém | o o Nhan xét: gia tri trung vi ciia ca AFP, AFP-
. gan | ganB | ganC L3 va PIVKA II déu cao hon ngudng chi sé binh
Tanso(n) | 76 /1 4 48 thuong (10, 10, 40) (Bang 3).
Ti 1€ (%) 88,4 82,6 4,7 55,8

Bang 3. Gié tri chan doan trung binh cua tirng marker khéi u trude diéu tri

Gia tri Trude dicu tri Min-Max n
Marker (Trung vi)
AFP (ng/mL) 196 1,5-3131182,9 86
AFP-L3 (%) 16,2 0,5-91,3 86
PIVKA-II (mAU/mL) 3154,5 11,0-864420,0 86

Bang 4. Gia tri cua cac marker AFP, AFP-L3, PIVKA II cua nhém dédi tuong nghién ctru trudc diéu tri

- AFP >1W,0AFP-L3 >4I-:)IVKA-II AFP. AFP-L3 &
14 1 — — 0, — -
Gia tri (Téng) <10 (Ting) <10% (Téng) <40 PIVKA-II
n 69 17 50 36 76 10 86
Ti 18 (%) 80,2 19,8 58,1 41,9 88,4 116 N
Do nhay 80,2 58,1 88,4 B nhay: 94,2%

Nhan xét: khi ting chi diu dugc sir dung don
1& thi 36 nhay ctia PIVKA-II 1a cao nhat (88,4%),
cua AFP va AFP-L3 tuong tUng la 80,2% va
58,1%. Phdi hop ca ba marker cho d nhay la
94,2% (Bang 4).

3.3. M6 hinh thudt toan GALAD

Bang 5. Thang diém GALAD
va chi s0 dy doan PROBILITY

Chi s6 X+ SD Min Max n
GALAD 5,83+5.3 -5,19 | 19,36 | 86
Chi s6

du doan | 0,8485+0,276 | 0,0056 | 1,0000 | 86
Probility

Nhén xét: gia tri trung binh GALAD ¢ nhom
doi tuong nghién ctru 1a 5,83 + 5,3. Chi s0 du
doan ung thu gan 1a 0,8485 + 0,276 (Bang 5).

Nhér} xét: ¢6 80 bénh nhan chiém 93,02% c6
thang diém GALAD trén ngudng -0,63. S6 bénh

nhén c6 thang diém GALAD dudi ngudng -0,63
|4 6 bénh nhan chiém 6,98% (Bang 6).

Bang 6. Phan nhém theo thang diém GALAD ¢ dbi
tugng nghién ctiru

GALAD < 0,63 > -0,63 | Tong
n 6 80 86
Do nhay (%) 6,98 93,02 100

Béng 7. Gia tri chi s6 du doan Probility
¢ doi tuong nghién ciu

Chi so du ) )
doan 50 dén 85 dén 2
probility | <%0 | <85 | 100 | TO"8
(%)
n 13 7 66 86
Tile(%) | 151 | 81 | 768 | 100

Nhan xét: chi sb d}r doan bénh nhan co ung
thu gan trén 50% co tat ca 73 bénh nhan chiém
84,9% (Bang 7).
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4. Ban luan

Theo khuyén céo ctia Hoi nghién ciru gan
chau A Thai Binh Duong (Asian Pacific
Association for the Study of the Liver APASL)
va Mang luéi ung thu quic gia My (National
Comprehensive Cancer Network - NCCN) thi
bénh nhén c6 nguy co cao bi ung thu biéu mo té
bao gan can thuc hién kiém tra AFP két hop siéu
am dinh ki 6 thang [7]. Tir nam 2008, Hiép hoi
gan mat Nhat Ban (Japan Society of Hepatology
- JSH) d3 dua ra guideline tAm so4t ung thu biéu
mo té bao gan bang cach sir dung 3 chi ddu DCP,
AFP va AFP-L3 [2]. Gan déy, diém GALAD da
duge dé xuat nhu mot mo hinh théng ké dé ude
tinh kha niang xuét hién ung thu biéu moé té bao
gan & timg bénh nhin méc bénh gan mén tinh
[8]. Trong nghién ctru cua chung t6i da xac dinh
tudi trung binh ctia nhom bénh nhan ung thu gan
¢6 tudi trung binh 1a 57,7 + 11,14. Khi so sanh
tudi trung binh nhom bénh nhan trong nghién
ctru cua chiing t6i nhan théy co su khac biét so
véi cac nghién ciru khac trong va ngoai nudc.
Trong nghién ctru ciia Tran Anh Linh (2015) 1a
70,78 + 8,46 tudi, nghién ctru ctia Tén That Ngoc
(2020) tudi trung binh ctia nhom bénh nhéan ung
thu biéu md té bao gan 58,2 + 10,7 tudi [9]. Su
khac biét nay phu thudc vao dia diém lay miu
ctia mdi nghién ciru nhung cic bénh nhan ung
thu biéu mo té bao gan déu chu yéu thudc lta
tudi 50-70 tudi. Ty 1& mic bénh ciia nam giGi
trong nghién ctru cta chung toi cao gip 11 lan
nit gi6i diéu nay ciing phii hop vi nam giGi ¢ ti
1¢ lam dyng ruou bia, hut thude, viém gan B, C
dan dén xo gan va ung thu gan cao hon nit giéi.
Két qua nay cho thdy ti 1& cao hon cua Vii Manh
Duy nam 2017 ty 1é nam gidi chiém 83,13%, nit
gi6i chiém 16,87%, ty 1& nam/nit 14 4,93/1.

Theo két qua nghién ctru cia chung t6i vé
yéu t6 nguy co trén bénh nhan mic ung thu biéu
md té bao gan thi bénh nhan xo gan chiém ty 18
cao 88,4%, bénh nhan méc HBV chiém ty 18 82,6
%, bénh nhan st dung rugu thuong xuyén chiém
ty 18 55,8%, bénh nhan mic HCV chiém ty 1& 4,7
%. Két qua nay ciing twong tu nhu mot s6 nghién
ctru trong nude va thé gisi, chi ra rang viém gan

B va viém gan C van la nhiing nguy co hang dau
gdy ung thu gan.

Theo két qua nghién ctru ciia chung tdi trong
86 bénh nhan thudc nhom dbi tugng nghién ctu
c6 69 bénh nhan c6 AFP cao trugc diéu tri
(80,2%), 50 bénh nhan c6 AFP-L3 cao trudc
diéu tri (58,1%), 76 bénh nhan c6 PIVKA-II cao
trude didu tri (88,4%). Vi tat ca cac bénh nhan
tham gia nghién ctru déu duoc chan doan xéc
dinh la ung thu biéu mo té bao gan, vay nén do
nhay ctua AFP, AFP-L3 va PIVKA-II trong chan
doan ung thu biéu md té bao gan tuong tng 1a
80,2%,58,1% va 88,4%. Két qua nghién clru ctia
chung t6i cho thay tinh trang ting cia AFP, AFP-
L3 va PIVKA-II trude diéu tri 1a khong co6 mdi
lién quan v6i nhau, nghia 1a 3 marker nay c6 gia
trj doc 1ap trong chin doan ung thu biéu mé té
bao gan. Két qua ndy ciing twong tu v4i két qua
clia cac nghién ctru trén thé gidi.

V& viéc phdi hop cac marker trong chan doan
lam ting d6 nhay ctia chan doan ung thu biéu mo
té bao gan. Trong nghién ctru clia chung toi thi
khi phéi hop ddong thoi ca 3 marker thi d¢ nhay
14 94,2%. Theo G. P. Caviglia va cong sy nghién
clru 44 bénh nhan khong ung thu biéu mé té bao
gan, 54 bénh nhan ung thu biéu md té bao gan:;
d6 nhay ctiia AFP trong chin doan ung thu biéu
mob té bao gan 81,1%; do dic hiéu 86,4%; do
nhay va do dic hiéu cia AFP-L3 lan luot la
84,9%; 88,6%; d0 nhay cua PIVKA-II 77,8%; do
dic hiéu 90,9%. Khi két hop cac chi diém
AFP+AFP-L3+ PIVKA-II cho d§ nhay cao hon
khi thyuc hién don 1¢ timg chi diém 94,3% so véi
81,1% (AFP); PIVKA-II (77,8%) va AFP-L3
(84,9%) [10].

Vé thang diém GALAD, theo két qua nghién
cutru cua ching toi thi gia tri trung binh GALAD
& nhom dbi twong nghién ctru 14 5,83 + 5,3. Chi
sO du doan ung thu gan Probility 14 0,8485 =+
0,276. C6 80 bénh nhan chiém 93,02% c6 thang
diém GALAD trén ngudng -0,63. S5 bénh nhan
¢6 thang diém GALAD duéi ngudng -0,63 12 6
bénh nhan chiém 6,98%. Chi s6 du dodn bénh
nhan c6 ung thu gan trén 50% co tat ca 73 bénh
nhan chiém 84,9%. Két qua nay ciing twong tu
nhu mot sd nghién ctru trén thé gidi. Ngudng
cut-off ti wu cao nhat thu dugce khi thuc hién tai
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Anh Qudc (394 bénh nhan ung thu biéu mo té
bao gan va 439 bénh nhan c6 bénh gan man tinh)
1a-0,63, 6 nhay va do dic hiéu 1an luot 12 91,6%
va 89,7%. Ciing theo cac tac gia khac, do nhay
va d6 dic hiéu cia diém GALAD trong chan
doan som ung thu biéu mo té bao gan (theo tiéu
chuén Milan) dat duoc déu trén 80% (tai Anh:
80,2% va 89,7%; tai Nhat Ban: 82,1% va 81,6%)
[11, 12].

5. Két luan

Qua nghién ctru trén 86 bénh nhan dugc chan
doan xac dinh ung thu biéu mé té bao gan va
duoc lam by ba xét nghiém AFP, AFP-L3,
PIVKA II tai Trung tAm Y hoc hat nhan va Ung
budu, Bénh vién Bach Mai tir thang 1/2020 dén
thang 12/2020. Cho thay:

Tudi trung binh méc bénh ung thu biéu mo
té bao gan la 57,7 + 11,14, ti 1& nam/nir 14
11,34/1. Ti 1€ bénh nhan xo gan, viém gan B
va viém gan C lan luot chiém 88,4%; 82,6%
va 4,7%.

Gia tri trung vi ctia AFP, AFP-L3, PIVKA-II
truge diéu tri lan luot 12 196 ng/mL; 16,2%;
3154,5 mAU/mL cao gap nhiéu lan so véi gia tri
nguoi binh thuong. PO nhay cia AFP, AFP-L3
va PIVKA-II lan luot 13 80,2%; 58,1%; 88,4%.
Su Kkét hop ca ba marker cho d6 nhay cao
12 94,2%.

Gié tri trung binh GALAD ¢ nhom d6i tugng
nghién ctru 1a 5,83 + 5,3. Chi s6 du doan ung thu
gan Probility 1a 0,8485 + 0,276. C6 80 bénh nhan
chiém 93,02% c6 thang diém GALAD trén
ngudng -0,63. S6 bénh nhan c6 thang diém
GALAD dudi ngudng -0,63 1 6 bénh nhéan chiém
6,98%. Chi s6 du doan bénh nhan c6 ung thu gan
trén 50% c6 tat ca 73 bénh nhan chiém 84,9%.
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