TIM HIEU GIA TRI CHAN DOAN UNG THU GAN
COA CACDAU AN PIVKA I1, AFP - L3
TREN BENH NHAN X0 GAN VA UNG THU GAN CO HBSAG(+)

Nguyén Kim Thu', Nguyén Viét Nam?.

Muc tiéu: nham tim hiéu gia tri chan doan cta cac déu an ung thu gan PIVKA II va AFP - L3
trén bénh nhan xo gan va ung thu gan c6 HbsAg(+). Doi tigng va phirong phdp: nghién ciru mod
ta cat ngang duoc thyc hién trén 141 bénh nhan gém 55 bénh nhan duoc chan doan xac dinh
X0 gan va 86 bénh nhan ung thu gan, c6 HbsAg(+) va dugc diéu trj tai Bénh vién Bénh Nhiét
d6i Trung uong trong thoi gian tir 1/2018 dén thang 7/2020. Két qua: & nhom bénh nhan ung thu
gan nong do PIVKA - II va ty 18 AFP - L3 tang cao c6 y nghia thong ké so v6i nhom bénh nhan
xo0 gan (p < 0,05). Voi diém cut - off 1a 14,05 do nhay va do dac hiéu cia AFP-L3 trong chan
doéan ung thu gan la 68,6%; 70,9%; PIVKA - II voi diém cut - off 1a 104 thi d6 nhay va d¢ dac
hiéu 1an luot 1a 86% va 90,9%. Trong nhém 23 bénh nhan HCC c¢6 AFP < 20ng/ml, ti 1¢ AFP -
L3 tang trén 10% chiém chi yéu 60,9%, ciing trong nhém nay ti 1¢ bénh nhan c6 nong do PIVKA
- 11 > 40mAU/ml chiém 87%. Nhu vay & ngudng AFP rat thap < 20ng/ml, hai marker AFP - L3
va PIVKA - II da c6 kha ning phat hién sém ung thu gan. Két ludn: xét nghiém marker AFP -
L3 va PIVKA - II gitip phat hi¢n sém ung thu gan trén bénh nhan c6 HBsAg(+).

Twr khoa: AFP - L3, PIVKA - II, ung thu gan.

PAT VAN BE

Nhiém vi (it viém gan B (Hepatitis B virus = HBV) d&
va dang la mot van dé surc khoe toan cau. HBV la mét yéu
t6 gay ung thu dimg hang thr 2 sau thudc 13, 1a nguyén
nhén gay ra 60 - 80% trudng hdp ung thu' gan nguyén
phat va 50% trudng hdp xd gan). Ty |é sdng noi chung
clia bénh ung thu gan trong vong 5 nam khoang 9%. Néu
ung thu gan dugc phat hién sém trong giai doan dau,
khodng 19% bénh nhan c6 kha ndng séng tir 5 nam trg
|én. Tuy nhién hién chi c6 khoang 30% s6 bénh nhan dugc
phat hién & giai doan nay. Vi vay viéc phat hién va chan
doan sém ung thu gan & bénh nhan viém gan vi rit B cd
Xd gan la rat quan trong va cap thiét. Hién nay tai Viét
Nam viéc tam sodt ung thu gan chu yéu dua trén xét
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nghiém AFP va phét hién s6m khéi u bng chan doan hinh
anh. Tuy nhién kj thuat chdn doan hinh anh chi phét hién
ung thu khi da xudt hién cac khdi u. Vi vay thay thudc
ludn trén trd tim ra cac dau &n sinh hoc, mién dich (do t&
bao ung thu tiét ra) gilp phat hién ung thu sé6m, tham
chi trudc ca khi xudt hién khdi u dé tu van va tdm soat
s6m ung thu gan. Hiép hdi gan mat Nhat Ban (JSH), tur
ndm 2008 d3 dua ra hudng dan tam soat ung thu' gan
bang cach s dung thém cac ddu an khac: PIVKA - II (pro-
tein induced by vitamin K absence or antagonist II) va AFP
c6 &i luc v6i Lectin (AFP - L3) lam ting kha ndng chan
doan sém va theo ddi diéu tri cla ung thu gan. Tuy nhién
tai Viét Nam, xét nghiém cac dau an ung thu nay chua
dudgc st dung rong rai. D€ gép phan cung cép théng tin
cho cac thay thudc lam sang trong phat hién s6m ung thu
gan, chling tdi thuc hién nghién cltu véi muc tiéu: tim hiéu
gia tri chan doan cla cac ddu &n ung thu’ gan PIVKA II va
AFP - L3 trén bénh nhan xd gan va ung thu gan co
HbsAg(+).



POI TUONG VA PHUONG PHAP

Pai tugng: 141 bénh nhan gdém 55 bénh nhan dudc chan

doan xac dinh xd gan va 86 bénh nhan ung thu gan, cé

HbsAg(+) va dugc diéu tri tai Bénh vién Bénh Nhiét déi

Trung uang trong thai gian tir 1/2018 dén thang 7/2020.

Tiéu chudn chon bénh nhan
- Bénh nhan cd xét nghiém HbsAg(+) > 6 thang.

- Bénh nhan dugc chan doan xd gan Bd Y t& hudng
dan dua vao Iam sang (hdi chifng suy t& bdo gan va hoi
chiing tang ap luc tinh mach clra) va, hodc danh gia mic
do xa hda gan trén Fibroscan > F3®),

- Bénh nhan dugc chan doan ung thu gan theo bd Y
t& 2014, c6 mot trong 3 tiéu chuan sau®:

+ (4 béng chiing giai phau bénh ung thu gan nguyén
phat.

+ Hinh anh dién hinh trén CT scan 6 bung cd can quang
hodc cong hudng tr (MRI) 6 bung c6 can tir va cd
AFP > 400ng/ml.

+ Hinh anh dién hinh trén CT scan 6 bung cd can quang
hodc cdng hudng tir (MRI) & bung c6 can tir va cd AFP
tdng cao nhung chua dén 400ng/ml & ngudi bénh
viém gan vi rt B. C6 thé lam sinh thiét néu can thiét.

Tiéu chuén loai trir
- C4c bénh an c6 s6 liéu khdng rd rang, nghi ngs chan

doan.

- Bénh nhan dong nhiém véi HIV va viém gan vi rit C.

- Bénh nhan dung cac thudc c6 thé gay tdng enzym
gan nhu Carbamazepin, Trimethoprim, Sulphamethoxa-
zol... trong vong 30 ngay trudc thai diém chan doan.

- Bénh nhan dang ¢4 thai.

- Bénh nhan dudi 18 tudi.

Phuong phap: nghién c(ru mo ta cit ngang, chon mau

c6 cha dich.

Tuyén chon bénh nhan vao nghién ciu sau do chling
toi chia 2 nhdm HCC va xa gan va thuc hién cac xét
nghiém PIVKA-II, AFP-L3, AFP.

- Danh gid nong do AFP - L3 va PIVKA - II s& dua
theo cac mdc gia tri binh thuGng la 10% va 40mAU/ml.

- So sanh mai lién quan gitra cac chi s6 trong 2 nhdm
XG gan va ung thu gan

- Tinh toan d6 nhay va do dac hiéu ctia AFP, AFP - L3,
PIVKA - II trong chan doén ung thu gan.

- Do ludng cac dau an ung thu gan: PIVKA - II, AFP,
AFP - L3.

AFP, AFP - L3 va PIVKA - II dugc do trong mau huyét
thanh bing méy phan tich tu dong uTAS Wako i30 mién
dich huynh quang tu dong hoan toan do Nhat Ban san
xuat. Cac mau huyét thanh bao quan & nhiét do -800C t6i
khi dugc kiém tra. Tét ca cac qua trinh thuc hién mdt cach
tu dong va theo hudng dan ctia nha san xuét.

Nguyén ly 1dm xét nghiém: phuong phap mién dich
huynh quang tu déng, cu thé la phuang phap LBA (Liquid
- phase Binding Assay). Phuang phap nay phan tich ndng
d6 cac ddu &n sinh hoc bang cach ding khang thé gan
vdi chadt danh dau sinh hoc trong mai trudng dién di roi do
qua vi chip.

+ Théng ké va xUr ly s6 liéu bang phan mém SPSS
16.0 theo phuong phap thdng ké y hoc thudng quy. S6
liéu thudc bién lién tuc phan bd chudn sé dugc biéu dién
dusi dang trung binh  dd 1&ch chuén, phan b khéng
chuan sé& biéu dién bang trung vi va khoang t&r phan vi
(IQR). Nghién c(tu clia ching t6i st dung kiém dinh Stu-
dent d6i véi bién lién tuc cd phan bd chuén va Wilcoxon
néu phan bd khdng chudn. DGi véi nhigu nhém véi bién
lién tuc phan bd khong chuén, ching toi st dung kiém
dinh Kruskal Wallis. D& so sanh giita cac bién phan loai,
ching tdi ki€ém dinh x2 va fisher. SU dung dién tich dudi
dudng cong ROC dé tinh dd nhay va dd déc hiéu cla cac
dau an ung thu gan trong du doan ung thu t€ bao gan.

+ Trong thong ké so sanh, su khac biét dugc coi la co
y nghia théng ké khi p < 0,05.

Van dé dao dirc trong nghién ciru

- Tat ca thong tin vé ngudi bénh dugc dam bao bi
mat, lubn nham cliu s6ng va dam bao an toan cho ngudi
bénh.

- Nghién cltu chi véi muc dich la cham soc strc khoe
nhan dan, khdng nham muc dich nao khac. Dam bao quy
dinh vé dao dirc trong nghién cftu Y hoc theo quy dinh
claBo Y té.

KET QUA
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Bang 1. Phan bd bénh nhan theo cac nhém tudi va gidi

. Xo gan + HCC HCC Xo gan
Tuoi
N =141 N =86 N =55
<40 15 (10,6%) 6 (7%) 9 (16,4%)
40 -70 111 (78,8%) 72 (83,7%) 39 (70,9%)
> 70 15 (10,6%) 8 (9,3%) 7 (12,7%)
Trung binh 55,6 + 11,9 (30 - 89) 56,3 + 11,0 (31 - 88) 54,5 + 13,1 (30 - 89)
Nt gidi (%) 18 (12,8%) 9 (10,5%) 9 (16,4)
Nam gidi (%) 123 (87,2%) 77 (89,5%) 46 (83,6%)

Bang 2. So sanh nong do PIVKA II va AFP - L3 ¢ nhom bénh nhan xd gan va HCC

Xo gan HCC
(n = 55) (n = 86) P OR
< 40mAU/ml 41 (74,5%) 11 (12,8%)
<005 | 19,97
PIVKA II > 40mAU/ml 14 (25,5%) 75 (87,2%)
Trung vi (Min - Max) 22 (5 = 212) 1251 (8 - 1091080)
<10% 28 (50,9%) 23 (26,7%)
AFP - 13 > 10% 27 (49,1%) 63 (73,3%)
<005 | 284
Trung vi (Min - Max) 10 (0,5 - 35,8) 22 (0,5 - 93,6)

Bang 3. Phan ba ti 1€ AFP - L3 va PIVKA - II trong nhém HCC theo nong do AFP

AFP ng/ml AFP - L3 PIVKA - II
(n = 86) < 10% = 10% < 40 mAU/ml = 40 mAU/ml
<20 (n=23) 9 (39,1%) 14 (60,9%) 3 (13%) 20 (87%)
20-19 (n = 20) 5 (25%) 15 (75%) 1 (5%) 19 (95%)
> 200 (n = 43) 23 (53,5%) 20 (46,5%) 7 (16,3%) 36 (83,7%)

Bang 4. Do nhay va do dac hiéu cia 3 dau an trong du doan ung thu gan

Piém cit DPd nhay Do dic hiéu AUC p
AFP (ng/ml) 84,1 64% 80% 0,75 < 0,05
AFP-L13 14,05 68,6% 70,9% 0,75 < 0,05
PIVKA - II (mAu/ml) 104 86% 90,9% 0,92 < 0,05
ROC Curve
& Source of the
——AFP
——AFPL3
08 PIVKA
—— Reference Line
E 06+
ﬂ 044
0.2
ol T T T T
0o 02 04 06 08 10
1 - Specificity

Diagonal segments are produced by ties.

Biéu do 1. Pudng cong ROC cua 3 dau an ung thu
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BAN LUAN

Viét Nam la quéc gia o ty 1é mac viém gan B rat cao.
C& khoang 8 ngudi sé c6 1 ngudi mac viém gan vi rit B
man®, Hon 90% tré em va khoang 5% ngudi I6n c6 hé
mién dich ddy dU bi nhiém HBV cap sé& chuyén qua giai
doan nhiém man, theo thdi gian sé tién trién thanh xa
gan. Khi d& bi xa gan 5% nguy cd moi ndm bi suy gan hay
ung thu gan. Ung thu gan la mot trong cac loai ung thu
thuGng gap va gay tir vong vong cao nhat Viét Nam. Nam
2013, c6 khoang 31.000 ca tr vong do ung thu gan tai
Viét Nam. Tai Viét Nam, ung thu gan la ung thu thutng
gdp nhadt & nam gigi va thudng gdp thr 3 & nir gidi?®).
Mac du chién lugc sang loc va chan doén HCC d& c6 nhiéu
thay ddi cling véi su phat trién ctia phuang tién chan doan
hinh &nh, viéc dinh lugng cac ddu &n ung thu van ludn
gilt vai trd quan trong, dac biét |a trén nhdm bénh nhan
XG gan. N&m 2014 B9 Y T& d& ban hanh hudng dan chan
doan va diéu trj HCC. Hinh anh dién hinh trén CLVT &
bung c6 can quang hodc cong hudng tir & bung cd can tir
+ AFP tdng cao hon binh thudng nhung chua dén
400ng/ml + 6 nhiém vi rit viém gan B hoéc C. C6 thé
lam sinh thiét gan dé chan doan néu béc sy 1am sang thay
can thiét. Mac du AFP la mot dau an ung thu gan kinh
dién trong y vén, nhung thuc tién lai dua ra mot bai toén
kho la nhitng trudng hgp AFP khong tang hodc tang trén
gidi han lam sang rat nhe, kém dé la hinh anh HCC trén
nén xd gan khd danh gia trén siéu am gan, viéc tim ra
nhitng marker méi c6 gia tri cao han trong viéc phat hién
tam soat s6m HCC. Theo kha néng gan véi Lectin LCA, ¢6
3 dang khac nhau cla AFP dugc xac dinh la: AFP - L1
(khdng ¢6 ai luc vdi LCA); AFP - L2 (cd i luc yéu véi LCA)
va AFP - L3 (ai luc manh véi LCA). AFP - L3 c6 cac dudng
al - 6 fuctose gan vao dau tn N - acetylglucosamin trong
do AFP - L3 dugc tao ra dac trung bdi t€ bao ung thu badi
vi n6 dugc san xudt bai cac té bao gan ac tinh do vay dinh
lugng AFP huyét thanh va danh gia ty 1 % vdi AFP toan
phan rat ¢ y nghia trong chan doan HCC s6m®. DCP
(hodc PIVKA - II) [a mdt san pham bat thudng cla pro-
thrombin do rdi loan su’ carboxyl hda clia gan trong qua
trinh tao thanh thrombogen va tac dong nhu mot yéu té
tu phan bao (autologous mitogen) doi véi dong té bao
HCC. Binh thuGng, tién chat prothrombin phai trai qua su
carboxyl hda phu thudc vitamin K ctia 10 gdc glutamic acid
& dau tan N clia chudi polypeptide dé san xuét ra phan tor
prothrombin tu' nhién. Trong HCC, su’ chuyén dang nay bi

can trd do enzyme carboxylase bi tic ché, dan dén sy tich
Gy ctia DCP. Thdi gian ban hly cta DCP trong huyét thanh
la 4 ngayton),

Két qua bang 1 cho thdy nhdm bénh nhan HCC gom 86
bénh nhan, trong do tudi thap nhat 1a 31, cao nhét la 88.
Do tudi trung binh la 56,3 + 11,0. L&a tudi m3c bénh
thudng gép la tlr 40 - 70 tudi chiém 78,8% va giam dan vé
hai phia. Tudi Ia mét yéu t6 dugc quan tdm do tudi phan
anh qua trinh tich Iy cac dot bién theo thdi gian khi tiép
xUc vdi cac tac nhan gay ung thu, trong nghién clru nay tac
nhan chinh dan ti HCC 13 vi rdt viém gan B. Viét Nam lai
la dat nuGc ¢ luu hanh vi rGt viém gan B § muc cao. Két
qua nay tuang duang véi nhitng két qua nghién cltu khac
vé HCC & Viét Nam ciing nhu thé gidi. Theo tac gid Dao
Viét Hang nghién cltu danh gi trén 130 bénh nhan HCC c6
chi dinh dét sdng cao tan tr 2011 - 2016 dd tudi mac bénh
trung binh la 57,5 £ 10,212, Nghién cfu qudc té theo Rui
va ¢s 2017 & Trung Quéc, tudi trung binh méc HCC trén
nhom VGB da diéu tri la 51,3 £ 123, Trong nghién ctiu
clia chiing t6i nam gidi chiém ty 1€ 89,5%, nit gidi chiém ty
& 10,5%, ty 1& nam/nit 13 8,5/1. O Viét Nam, nghién cltu
clia Tran Van Huy nam 2003 két luan trong nhdm bénh
nhan HCC thi nam gidi chiém da s0, ty I& nam/nir la 4,5614).
Céc nghién c(u trén thé gidi cho thady ty Ié HCC & nam cao
gdp 2 dén 4 [an & nir. Sy’ khac nhau vé ty 1& mac bénh gitra
2 gidi c6 I€ la do nam gidi bi anh hudng nhigu hon bdi cac
yéu t6 nguy ca gay bénh: nam gidi thudng co 16i song kém
lanh manh hon nir gidi, hay lam dung rugu, ty 1& méc HBV
clia nam gidi cao han nit gidi.

Trong nhdm xa gan, cd 55 bénh nhan dugc lam xét
nghiém danh gid AFP - L3 va PIVKA - II, ti 1& AFP - L3
50,9% & muc < 10%, 74,5% sO bénh nhan xa gan co
PIVKA - II & nong do binh thudng (< 40mAU/ml) (bang
2). Ti lé trung binh AFP - L3 1a 9,91 + 8,87, ndng do trung
binh PIVKA - II |a 40,64 + 46,51. K&t qua nay cla chlng
toi cling tuang dong vdi két qua cla tac gia Seung In Seo,
nam 2015, nghién cfu danh gid 1.255 bénh nhan viém
gan B man, trong dé cd 879 bénh nhan viém gan B man
khong xd gan, 219 bénh nhan xd gan khéng HCC va nhém
HCC gdm 219 bénh nhan, cac bénh nhan dugc theo ddi tir
2005 dén 2012. Ti Ié PIVKA - II trong nghién cltu Seung
la 19 (dao dong tir 4 - 312)19),

Trong nhdm HCC, ti 1€ trung binh AFP - L3 la 31,77 +
27,41, ndong d6 trung binh PIVKA - II la 32234 *
129099,1; day la bién khdng chudn, trung vi 1251 khoang

TRUYEN NHIEM VIET NAM # SO 2(34) - 2021 - 43



dao dong 1091072. Trong 86 bénh nhan HCC chi co
12,8% s0 bénh nhan cé nong do PIVKA - II duGi
40mAU/ml, con lai 81,8% déu c6 ndng do PIVKA - II cao
trén gidi han binh thudng. Két qua cta chiing toi phu hgp
vdi cac nghién clru trude do tai Vit Nam ciing nhu thé
giGi. Tac gia bau Quang Liéu ndm 2017 nghién clfu 45
bénh nhan HCC c6 ndng do AFP - L3 va PIVKA - II [an lugt
la 22,07 + 24,68 va 4821,78 + 10705,58(16),

Két qua bang 3 cho thay khdng phai bénh nhan HCC
nao cling c6 nong do cla tat ca cac marker khéi u & mic
cao. Chung to6i thuc hién chia nhdm bénh nhan HCC theo
ndng dd AFP theo cac miic d6 thudng dung dé tam soét
HCC. Két qua cho thay trong 86 bénh nhan HCC c6 tdi 43
bénh nhan chiém 50% la 6 mdc AFP < 200ng/ml, nhiing
bénh nhéan nay dudc chan doan HCC dua vao cd hinh anh
dc hiéu HCC trén chan doan hinh anh (cét 16p vi tinh &
bung hodc MRI). Trai lai chi s6 AFP - L3 va PIVKA - II tdng
cao trén gidi han binh thudng thi chi€m chi yéu (60,7%
va 87%), ké ca trong khi ndng dd AFP & mc thap (<
20ng/ml). Nhu' vay & nguGng AFP rat thap < 20ng/ml, hai
marker AFP - L3 va PIVKA - II da c6 kha nang phat hién
s6m ung thu gan.

Mot cach ti€p can khac nhdam khac phuc nhiing han
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ché clia AFP la két hgp phép do cla nd véi ca dau an ung
thu khac nhu PIVKA - II hodc véi AFP - L3.

Trong nghién cttu chiing t6i da st dung chi s6 Youden
J dé tim diém cdt (bang 4), chling téi thu dugc két qua la
ty | AFP - L3 c6: J = max (Se + Sp) — 1 = 0,540; gia tri
cat t6i uu la 14,05%; ty 1€ AFP cd: J = max (Se + Sp) - 1
= 0,492; gia trj c4t tdi uu 13 84,1 (ng/ml); Ty 18 PIVKA -
IT ¢6: J = max (Se + Sp) — 1 = 0,492; gia tri cat t6i uu la
104 (mAU/ml).

DO nhay va do dic hiéu cia mdi marker ung thu
tugng ('ng vdi ngutng cut - off trong nghién clu la:

- Diém cut - off cla gid tri cla gid tri AFP la
84,1ng/ml, (ng vai do nhay 64% va do dac hiéu 80%.

- Diém cut - off clia gia tri AFP - L3 la 14,05%, (ng
V@i d6 nhay 68,6% va do dac hiéu 70,9%.

- Diém cut - off clia gia tri PIVKA - II 1a 104 (mAU/ml),
fng vGi do nhay 86% va do dac hiéu 90,9%. Nhu vay
PIVKA - II la mot marker cd d6 nhay va do dac hiéu cao,
cd y nghia trong viéc chan doan sém ung thu gan.

KET LUAN

Xét nghiém marker AFP - L3 va PIVKA - II gilp phat

hién s8m ung thu' gan trén bénh nhan cé HBsAg(+).
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TO STUDY LIVER CANCER DIAGNOSIS VALUE OF PIVKA - II, AFP - L3
IN HBSAG(+) PATIENTS WITH CIRRHOSIS AND LIVER CANCER

Summary

Objective: to investigate the diagnostic value ofliver
cancer markers PIVKA - IT and AFP - L3 in cirrhotic and
liver cancer patients with HbsAg(+). Subjects and study
methods: Cross - sectional descriptive study was per-
formed on 141HBsAg(+) patients, including 55 ones di-
agnosed with cirrhosis and 86 ones with liver cancer, and
treated at National Hospital for Tropical Diseases from Jan-
uary 2018 to July 2020. Results: In the group of patients
with liver cancer, the concentration of PIVKA - II and the
rate of AFP - L3 significantly increased compared to the
group of patients with cirrhosis (p < 0.05). With a cut - off
point of 14.05, the sensitivity and specificity of AFP - L3 in

Key words: AFP - L3, PIVKA - II, liver cancer.
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diagnosis of liver cancer was 68.6%; 70.9%; for PIVKA -
IT with a cut - off point of 104 the sensitivity and specificity
were 86% and 90.9% respectively. In the group of 23
HCC patients with AFP < 20ng/ml, the rate of AFP - L3 in-
creasing at more than 10% accounted for 60.9%, also in
this group the proportion of patients with PIVKA - II con-
centrations > 40mAU/ml accounted for 87%. Thus, at
very low AFP concentration < 20ng/ml, two markers AFP
- L3 and PIVKA - II have the ability to detect liver cancer
early. Conclusion: AFP - L3 and PIVKA - II markers help
early detection of liver cancer in HBsAg(+) patients.



