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Tém tit:

Ung thwr biéu mé té bao gan (Hepatocellular carcinoma - HCC) 1a mét trong nhirng bénh ung thw phd bién trén thé
gi¢i va & Viét Nam. Hau hét bénh nhan HCC dwgc chin do4n & giai doan mudn, din dén hiéu qua diéu tri khong cao.
Vi vy, chin doan sém HCC cho dbi twrgng c6 nguy co' cao bing chin doan hinh inh va cac chi ddu huyét thanh c6 y
nghia quan trong dé kiém soat ciin bénh nay. Hién nay, a-fetoprotein (AFP) 1a chi diu huyét thanh dwoc sir dung phd
bién dé tam soat HCC. Tuy nhién, AFP huyét thanh khong dii tin cdy trong chin doan HCC, nhit la giai doan sém.
Muc tiéu ciia nghién ctru nay la buéc diu danh gia gia tri chdn doan HCC ciia chi ddu Des-y carboxy prothrombin
(DCP). Nong do DCP va AFP trong huyét thanh ciia 50 b¢nh nhan HCC giai doan sé'm (giai doan A), 50 bénh nhan
HCC giai doan mudn (giai doan B va C), 50 bénh nhén viém gan khéng mic HCC va 50 ngudi khong ¢6 yéu td nguy
co da dwge dinh lwgng. Phéan tich dwong cong ROC cho thiy, véi gia tri ngudng (cut-off) 11,93 ng/ml, d9 nhay va do
diic hiéu chin doan HCC ciia DCP twong g 1a 50 va 94%. Véi HCC giai doan sém, dd nhay chin doan bénh ciia
DCPla 34% trong khi d9 dic hi¢u khong thay doi. Véi chi ddu dang dwgc sir dung AFP, két qua nghién ctru cho thiy,
& gia tri ngudong 952,1 ng/ml, d9 nhay va dé dic hiéu chin doan HCC ciia AFP 1a 39 va 95%. Véi HCC giai doan
sém, AFP khéng c6 hiéu qua chin doin bénh. Két hop hai chi ddu huyét thanh DCP va AFP khéng giiip cai thién
dd nhay phat hién HCC so véi khi chi sir dung chi ddu DCP. Nghién ciru cho thiy, chi ddu huyét thanh DCP cé thé
dwgc sir dung thay cho AFP trong chin doan HCC va lam ting dd nhay chin doan bénh.

Tir khéa: o-fetoprotein, chan doan, chi dAu huyét thanh, Des-y carboxy prothrombin, ung thw té bao gan.

Chi s6 phan logi: 3.5
Tong quan 16n hon va nho hon 3 cm [2]. Hon nita, 40-50% bénh nhan
HCC c6 ndng do AFP trong huyét thanh nho hon ngudng
chan doan duong tinh (<400 ng/ml) [3]. Mot s6 bénh nhan
x0 gan va/hodc viém gan ciing c6 thé c6 su ting cao luong
AFP (c6 khi 1én tdi 2500 ng/ml) trong mau ma khong c6 sy
hién dién cua khdi u [3, 4]. Nhu vay, AFP chua phai 1a mot
chi dau huyét thanh tot dé chan doan HCC, viéc tim kiém va
sir dung mot chi déu protein khac ciia HCC 1a diéu can thiét.
D3 ¢6 nhiéu nghién clru trén thé gidi duoc thuc hién nham
tim kiém céc chi ddu méi dé chan doan HCC, trong d6 DCP

Ung thu gan la mot trong tdam dang ung thu thuong gép
trén thé gioi. Tai Viét Nam, ung thu gan 1a loai ung thu phd
bién dtmg hang thir 4 & ca hai gi¢i. Trong d6, HCC 1a dang
ung thu 4c tinh phd bién chiém ty 1& trén 80% cic truong
hop ung thu gan, xay ra chil yéu ¢ nhimg bénh nhan nhiém
HBV, HCV man tinh va xo gan [1]. Viéc chén doan sém c6
¥ nghia rat quan trong d6i voi hidu qua diéu tri bénh ung thu
gan. Nhiéu k¥ thuat di duoc ap dung dé chan doan HCC
nhu: chup CT, si€u am gan, chup cong huong tir, sinh thiét

gan va dinh lugng chi dau sinh hoc trong huyét thanh. Dinh
luong chi ddu sinh hoc trong huyét thanh 1a xét nghiém don
gian, khong doi hoi thiét bi dit tién, thich hgp dé chan doan
sang loc va bd trg cho cac ky thuat chan doan hinh anh.
Hién nay, chi d4u protein trong chan doan HCC dugc dung
phé bién nhit tai Viét Nam 1a AFP. Tuy nhién, 80% bénh
nhan HCC véi khéi u kich thudc nho khong co su gia ting
néng do AFP, d6 nhay cta chan doan HCC dua trén chi dau
AFP 13 52 va 25%, tuong ung v6i khdi u co duong kinh
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duoc xem 1a chi dau nhiéu trién vong [5]. DCP con duogc
goi la Protein induced by vitamin K absence or antagonist
I (PIVKA-II), 1a mot san pham bat thuong do sy 1di loan
carboxyl hoa trong qua trinh hinh thanh thrombogen. N6
hoat dong nhu mot yéu t ting trudng ty sinh cta cac dong
té bao ung thu biéu mé té bao gan. Ham luong cua protein
nay trong huyét thanh ting 1én rd rét & cac bénh nhan HCC
s0 voi nguoi khoe manh va bénh nhan u gan lanh tinh. Mac
dit mot vai nghién ciru co két qua trai nguoc, DCP trong
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Abstract:

Hepatocellular carcinoma (HCC) is amongst the most
common cancers in the world and Vietnam. Most HCC
patients are diagnosed late, so the effect of treatment is
limited. Hence, early diagnosis for high-risk populations
using medical imaging and serum markers is very
important to control HCC. Recently, a-fetoprotein (AFP)
has been popularly used as a serum marker for screening
of HCC. Unfortunately, AFP is not trustworthy enough
for HCC diagnosis, especially early HCC. Therefore,
this study was deployed to estimate the ability of serum
Des-y carboxy prothrombin (DCP) applied in the
diagnosis of HCC. DCP and AFP concentration in serum
of 50 early HCC patients (stage A), 50 late HCC patients
(stage B and C), 50 HBV/HCV-infected patients, and
50 healthy persons were identified. ROC curve analysis
manifested that with the cut-off value at 11.93 ng/ml,
DCP allowed identifying HCC cases with the sensitivity
and specificity of 50 and 94%, respectively. With early
HCC, the sensitivity of DCP decreased to 34%, while the
specificity was unchanged. In the case of AFP, results
showed that the sensitivity and specificity of this marker
for HCC were 39 and 95%, with the cut-off value at
952.1 ng/ml. For early HCC, it was impossible to use
AFP for diagnosis. The combination of DCP and AFP
serum markers in the detection of HCC did not improve
the sensitivity of the diagnosis compared to that of DCP
alone. The study demonstrated that serum biomarker
DCP can be used instead of AFP in the diagnosis of HCC,
which improves the diagnostic sensitivity.

Keywords: a-fetoprotein, Des-y carboxy prothrombin,
diagnosis, hepatocellular carcinoma, serum marker.
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huyét thanh va mo da dugc nhiéu cong trinh chimg minh 1a
hiru ich hon AFP trong vig¢c phan bi¢t HCC véi cac bénh gan
khong phai ung thu, nhat 13 trong chan doan HCC véi khéi
u nho. Ngoai myc dich sang loc HCC, DCP huyét thanh con
6 thé duoc dung nhu déu hiéu tién luong bénh, danh gia
diéu tri HCC va c6 thé phan anh dic diém xam lan cta khoi
u [6]. Hudng dan cua Hiép hoi Nghién ctru vé gan chau A
- Thai Binh Duong (Asian Pacific association for the study
of the liver - APASL) tir nam 2010 da nhin nhan DCP nhu
1a céc chi dau huyét thanh tiém ning trong chan doan va
tdm soat HCC [7]. Nghién cuu nay dugc thuc hién nhim
g6p phan lam rd thém co so khoa hoc vé gia tri lam sang
cua DCP trong chin doan - tim soat HCC, dic biét trén d6i
tugng nghién ctru 1a nguoi Viét Nam.

Vat liéu, phuong phap nghién cifu
Déi twong nghién ciru

Nghién cuu dugc tién hanh trén 4 nhém doi tuong véi
tiéu chuan chon mau nhu sau:

- Nhom I: bénh nhan dl{qc chan dpén HCC va xac dinh
giai doan A dua theo phac d6 hudéng dan chan doan cua Hiép
hdi Nghién cttu bénh gan Hoa Ky (AASLD) nam 2010.

- Nhém II: bénh nhan duoc chén doan HCC 7VE‘1 Xac
dinh giai doan B, C dya theo phac d6 hudéng dan chan doan
AASLD nam 2010.

- Nhom III: bénh nhéan dugc chan doan viém gan siéu vi
B man tinh (nhung khong c6 HCC) dua theo cac tiéu chuan
sau: HbsAg (+) kéo dai hon 6 thang; SGOT, SGPT tang cao
gap 2 lan trj sO binh thudng; siéu 4m gan khong phat hién
sang thuong bét thuong.

- Nhom IV: ngudi khong co yéu td nguy co duoc xac
dinh theo tiéu chuan: HbsAg (-) va AntiHCV (-); siéu am
gan khong phat hién sang thuong bat thuong; SGOT va
SGPT trong gidi han binh thuong.

Cac mau mau ngoai vi tham gia nghién ctru dugc thu
nhan tai Bénh vién Pai hoc Y Dugc TP Ho Chi Minh.
Phwong phdp tinh ¢é miu

p(@-p)
dZ

C& mau duogc tinh theo cong thirc: n =72, ,

trong do: n la co mau; 2w /2) la gia tri phan b6 chun, duoc
tinh dya trén mac y nghia thong ké&; p 1a ty 1€ uwdc doan; d 1a
mirc sai sO tuyét doi chap nhan do nha nghién ctru chon.

Véi @6 nhay ciia DCP 1a 51,7% [8], ¢& mau n cho nhom
HCC duoc xac dinh khoang 96 mdu bing cac thong sb:
Z=1,96 (v6i sai 1am loai 1 1a 5%); p=0,517; 1-p=0,483;
d=0,1. C& miu thuc té dugc chon 1a 100 bénh nhan. Chon
mau phan tang cho nhom HCC [9]: 50 mau huyét thanh cuia
bénh nhan HCC giai doan A, 50 mau huyét thanh ctia bénh
nhan HCC giai doan B va C.

Véi @6 dac hiéu cua DCP 1a 86,7% [8, 10], ¢& mau n
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cho nhom khong HCC dugce xac dinh khoang 45 mau bang
cac thong s6: Z=1,96 (voi sai lam loai 1 1a 5%); p=0,867;
1-p=0,133; d=0,1. C& mau thuc té duoc chon 1a 100 bénh
nhan, do nhom khong HCC dugc phéan ting: 50 mau huyét
thanh cia bénh nhan viém gan siéu vi B man tinh (khong
HCC), 50 mau huyét thanh ngudi khong c6 yéu té nguy co.

Phwong phdp thu nhén va bio quén huyét thanh

Khoang 2 ml méu toan phan duoc cho vao éng thu mau
khong c6 chat chong dong (Tube traite, plain serum). Mau
mau dugc dé dong ty nhién ¢ nhiét do phong trong 1 gio.
Sau d6 ly tim mau & 1000xg trong 15 phuit, 4°C va thu nhan
huyét thanh. Huyét thanh dugc chia thanh 3 phan bang nhau
va trit & -80°C cho dén khi tién hanh dinh luong cac chi diu
sinh hoc.

Phuong phap ELISA dinh lwong DCP

Nong d6 DCP trong mau huyét thanh duoc xac dinh bang
phuong phap ELISA st dung kit thuong mai (#MBS700977;
MyBioSource, San Diego, CA, USA) theo huéng dan cua
nha san xuit. Tém tat phuong phap nhu sau: chuin bi day
pha loang bac 2 méu chuan trong sample diluent buffer,
ndéng d6 miu chuin cao nhit 1a 20 ng/ml. Cac mau huyét
thanh dugc pha lodng 20 lan trong sample diluent buffer.
Cho vao mdi giéng ciia dia ELISA da phi sin khéng thé so
cap 100 ul miu chudn hodc miu huyét thanh da pha lodng.
U dia trong 30 phut ¢ 37°C. Rira dia 3 lan bang 200 pl wash
buffer cho mdi giéng trong mdi 1an rira, loai bo dung dich
rira giéng. Cho 100 pl/giéng HRP-conjugate 1X, u & 37°C
trong 30 phit. Rira dia nhu trén 5 1dn. Cho vao mdi giéng 90
pl dung dich co chit TMB. U dia trong téi, & 37°C trong 20
phiit. Thém 50 pl stop solution vao mdi giéng dé dimg phan
ung. Do gid tri mat do quang & budc song 450 nm trén may
doc ELISA 680-Bio-Rad.

Phuwong phap ELISA dinh lwong AFP

Nong d6 AFP trong mau huyét thanh duoc xac dinh bang
phuong phap ELISA st dung kit thwong mai (#KA0202;
Abnova, Taipei, Taiwan) theo hudng din cta nha san xuat.
Tém tit phuong phap nhu sau: pha lodng cic mau huyét
thanh 20 1an trong Zero buffer. Cho 20 pl mau chuin & cac
nbng d6 khac nhau (0, 5, 20, 50, 150, 300 ng/ml) vao céc
giéng, thém 100 pl Zero buffer. O cac giéng thir nghiém,
cho 120 ul mau huyét thanh di pha lodng vao cac giéng. U
dia ¢ nhi¢t do phong trong 30 phut. Loai bé dung dich trong
céc giéng va rira dia trong 2 phat bang 300 pl nude vo tring
cho mdi giéng/lén ria. Lap lai qué trinh ria dia nhu trén
trong 5 lan. B6 sung 150 pl enzyme conjugate reagent vao
mdi giéng. U dia & nhiét do phong trong 30 phut. Rura dia
nhu trén 5 lan Thém 100 ul TMB Reagent vao mdi giéng.
U dia trong t6i ¢ nhiét d6 phong trong 20 phut. Ding phan
ng & mdi giéng bang cach bo sung 100 pl stop solution.
Do gié tri mat d§ quang ¢ budc song 450 nm trén may doc
ELISA 680-Bio-Rad.

TAP CHI

HOA HOC

ONG NGHE I} Nam 63(9) 9.2021

Khoa hoc Y - Duoc n——

Phwong phdp phén tich thong ké

Gia tri trung vi néng do DCP va AFP cta 4 nhom mau
huyét thanh dugc xac dinh va duoc xir 1y thong ké Kruskal
Wallis bang phan mém GraphPad prism. Hiéu qua chan
doan HCC cua tung chi déu DCP va AFP dugc xac dinh
bang dudong cong ROC dung biang phin mém GraphPad
prism. Hiéu quéa chan doan HCC khi két hop 2 chi ddu DCP
va AFP dugc phan tich bang phuong phap hoi quy logistic
str dung phan mém SPSS két hop phan tich ROC bang phan
mém GraphPad prism.

Gia tri chan doan ctia moi chi dau dwoc xac dinh nhu
sau:

Két qué xét nghiém C6HCC (D+)  Khéng HCC (D-)  Téng cong
Duong tinh (T+) a(TP) b (FP) a+b (TP+FP)
Am tinh (T-) ¢ (FN) d (TN) c+d (FN+TN)
Tong cong atc (TP+EN) b+d (FP+TN) atbtctd=N

TP: true positive, duong tinh that; FP: false positive, duong tinh gia; FN: false
negative, am tinh gia; TN: true negative, am tinh that.

b0 nhay (sensitivity)=TP/(TP+FN)=a/(a+c) x100%
b6 dac hiéu (specificity)=TN/(FP+TN)=d/(b+d)x100%

Ty 1¢ duong tinh gia (false positive rate: FPR)
=FP/(FP+TN)=b/(b+d)x100%
Ty 1€ am tinh gid (false negative rate: FNR)

=FN/(FN+TP)=a/(c+a)x100%

Gia tri tién doan duong (positive predictive value: PPV)
=TP/(TP+FP)=a/(a+b)x100%

Gia tri tién doan am (negative predictive value: NPV)
=TN/(TN+FN)=d/(c+d)x100%.

Két gua
Gid tri chin dodn HCC ciia DCP

Két qua dinh lugng DCP trong 200 mau huyét thanh cho
théy, nhom bénh nhan HCC giai doan B, C ¢6 nf”)ng do DCP
huyét thanh cao nhat trong 4 nhom mau (v&i gi tri trung vi
1a 100,84 ng/ml), khac biét c6 y nghia thong ké. Trong khi
d6, ndng dd DCP huyét thanh cua nhém bénh nhan HCC
giai doan A tuong tu nhu nhom bénh nhan viém gan khong
HCC (gia tri trung vi la 5,66 ng/ml so v6i 7,57 ng/ml), khac
biét khong ¢6 y nghia thong ké. Nhom khong c6 yéu té nguy
co ¢6 ndng do DCP thap nhat trong 4 nhom khao sét (gié tri
trung vi 1a 0,00 ng/ml). Tuy nhién, xtr ly thong ké cho thiy,
ndéng do DCP huyét thanh ctiia nhom khéng c6 yéu t nguy
co khong khac biét so vdi nhém bénh nhan viém gan. Nhu
vay, ¢6 thé thiy sir dung chi dau DCP cho phép phan biét
nhom bénh nhan HCC giai doan B, C v&i cac nhom con lai.
O nhém bénh nhan HCC giai doan A, n@)ng do DCP huyét
thanh c6 ting cao & mot sd truong hop, nhung vé tong thé
van kho phan biét nhém nay v6i nhém bénh nhan viém gan
khong HCC va nhom khong c¢é yéu té nguy co (hinh 1A).
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Hinh 1. Gia tri chdn doan HCC cita DCP. (A) Nong d6 DCP trong 4 nhom mau huyét thanh khao sat (n=50). Nhom I: HCC giai doan A, nhom II:
HCC giai doan B-C, nhém I1I: viém gan khéng HCC, nhom IV: khéng ¢6 yéu t6 nguy co. S6 lidu dugc xir Iy théng ké Kruskal Wallis bang phan mém
GraphPad prism; *: khac biét c6 y nghia théng ké p<0,05, ****: khac biét c6 y nghia théng ké p<0,0001, ns: khac biét khong c6 y nghia. Vach xam thé
hién trong hinh 1a gi4 tri trung vi va khoang tir phan vi (interquartile range). (B) Phén tich duong cong ROC phép chan doan HCC véi chi ddu DCP cho
100 mau HCC. (C) Phén tich dwong cong ROC phép chan doan HCC véi chi ddu DCP cho 50 mau HCC giai doan A.

Dé xac dinh gia tri chan doan HCC cua chi ddu DCP huyét
thanh, chiung t6i1 thuc hién hai phép phan tich dudng cong
ROC v6i 100 mau HCC/100 mau khong HCC (hinh 1B) va
50 mau HCC giai doan A/100 mau khong HCC (hinh 1C).

Cac thong sé thu dugc tir phan tich ROC véi 100 mau
HCC: dién tich dudi duong cong (area)=0,7531; do tin cay
95%; mic y nghia p<0,0001; cut-off ndng d6 DCP dé phan
bi¢t HCC va khong HCC 1a 11,93 ng/ml; do nhay (sensitivity)
chan doan HCC 1a 50%; d¢ dic hiéu (specificity) chan doan
HCC 1a 94%; ty 1€ duong tinh gia (FPR) 1a 6%; ty 1¢ am tinh
gia (FNR) 1a 50%; gia tri tién doan duong (PPV) la 89,28%;
gia tri tién doan am (NPV) 1a 65,28% (hinh 1B).

Céac thong s6 thu dugc tir phan tich ROC v&i 50 mau HCC
giai doan A: dién tich dudi duong cong (area)=0,6789; do tin
¢y 95%; mutc y nghia p=0,0004; cut-off ndng d6 DCP dé phan
bi¢t HCC giai doan A va khong HCC la 11,93 ng/ml; d§ nhay
(sensitivity) chan doan HCC giai doan A 1a 34%; d¢ dac hi¢u
(specificity) chan doan HCC giai doan A 1a 94%; ty 1¢ dwong
tinh gia (FPR) 1a 6%; ty 1€ am tinh gia (FNR) 1a 66%; gia tri
tién doan duong (PPV) la 85%; gia tri tién doan am (NPV) 1a
58,75% (hinh 1C).

Két qua trén cho thiy, phép chan doan HCC dua trén ndng

d6 DCP huyét thanh ¢6 do chinh xac (accuracy) trung binh
véi dién tich ving dudi duong cong dat 0,7531. Do dac hi¢u

ctia phép chan doéan cao - dat 94% nhung do nhay cua phép
chén doan & mtrc thip - chi dat ty 1¢ 50 va 34% tuong (g véi
HCC néi chung va HCC giai doan som (v6i ndng do ngudng
la 11,93 ng/ml).

Gid tri chin dodn HCC ciia AFP

Két qua dinh luong AFP cho thiy, nhom bénh nhan HCC
giai doan B, C ¢6 ndng d6 AFP huyét thanh cao nhét (voi gia
tri trung vi 1a 1218,80 ng/ml), tiép theo 1a nhom bénh nhan
viém gan khong HCC, nhém bénh nhan HCC giai doan A va
thap nhét 1a nhoém khong yéu td nguy co (v6i gia tri trung
vi AFP lan luot 1a 41,73; 18,70 va 2,22 ng/ml). Xir ly thong
ké cho thiy, ndng d6 AFP huyét thanh cia nhém bénh nhan
HCC giai doan B, C khac biét c6 y nghia so vdi nhém HCC
giai doan A va nhoém khong c6 yéu t6 nguy co. Tuy nhién,
su tang néng d6 AFP ¢ nhom HCC giai doan B, C (nhom II)
khong khéc biét c6 y nghia so voi nhom viém gan do ndng do
AFP trong cac mau huyét thanh ctia nhom 11 bién dong rat 16n.
Trong khi d6, ndng dd AFP huyét thanh ctia nhém bénh nhan
HCC giai doan A khac biét khong ¢6 y nghia so voi nhom
viém gan va nhom khong c6 yéu to nguy co. Két qua nay cho
thay, AFP khong c6 hiéu qua trong chian doan HCC giai doan
A. Chi diu nay c6 thé sir dung dé chan doan HCC giai doan
B, C, nhung s& ¢6 kha nang nham 14n véi cac truong hop viém
gan khong c6 HCC (hinh 2A).
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Hinh 2. Gia tri chin doan HCC ciia AFP. (A) Nong d6 AFP trong 4 nhém mau huyét thanh khao sat (n=50). Nhom I: HCC giai doan A, nhom II:
HCC giai doan B-C, nhom III: viém gan khéng HCC, nhém IV: khong c6 yéu té nguy co. S6 liéu duge xir 1y thong ké Kruskal Wallis bing phan mém
GraphPad prism; ***: khac biét c6 y nghia théng ké p<0,001, ****: khac biét c6 ¥ nghia théng k& p<0,0001, ns: khac biét khéng c6 ¥ nghia. Vach xam
thé hién trong hinh 13 gi4 trj trung vi va khoang t phan vi (interquartile range). (B) Phan tich dudng cong ROC phép chén doan HCC véi chi ddu AFP
cho 100 mdu HCC. (C) Phan tich dudng cong ROC phép chin doan HCC véi chi ddu AFP cho 50 mau HCC giai doan A.
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Tiép theo, chung toi kiém tra gia tri chan doan HCC cua
AFP bang hai phép phan tich duong cong ROC duge thyc
hién véi 100 madu HCC/100 mau khong HCC (hinh 2B) va
50 mau HCC giai doan A/100 mau khong HCC (hinh 2C).

Céc thong sb thu dugc tir phan tich ROC véi 100 mau
HCC: dién tich dudi dudong cong (area)=0,6429; do tin cay
95%; mirc y nghia p=0,0005; cut-off ndng do AFP dé phan
biét HCC vakhong HCC1a952,1 ng/ml; d0 nhay (sensitivity)
chan doan HCC 14 39%; d6 dic hiéu (specificity) chan doan
HCC 12 95%; ty 1€ duong tinh gia (FPR) 1a 5%; ty 1¢ 4m tinh
gia (FNR) 1a 61%; gia tri tién doan duong (PPV) 1a 88,64%;
gia tri tién doan am (NPV) 1a 60,9% (hinh 2B).

Céc thong s6 thu duge tir phan tich ROC véi 50 mau
HCC giai doan A: dién tich dudi duong cong (area)=0,5308;
do tin cdy 95%; muc ¥ nghia p=0,5392; cut-off ndng do
AFP dé phan biét HCC giai doan A va khéng HCC 13 952,1
ng/ml; d6 nhay (sensitivity) chdn doan HCC giai doan A 1a
24%; d6 dac hiéu (specificity) chan doan HCC giai doan A
1a 95%; ty 1¢ duong tinh gia (FPR) la 5%; ty 1¢ am tinh gia
(FNR) 1a 76%; gia tri tién doan duwong (PPV) la 82,76%; gia
tri tién doan am (NPV) 1a 55,55% (hinh 2C).

Két qua trén cho thiy, phép chin doan HCC dua trén
ndng do6 AFP c6 d6 chinh xac (accuracy) thip, véi dién tich
vung dudi duong cong chi dat 0,6429. B¢ dac hiéu cia phép
chan doan cao - dat 95%, nhung d¢ nhay cta phép chin
doan & murc thap - chi dat ty 18 39% véi gid tri ngudng xéac
dinh trong nghién cuu nay la 952,1 ng/ml. Pang luu y 1a
AFP khong c6 gia tri chan doan HCC giai doan A khi dién
tich dudi duong cong chi dat 0,5308 va khac biét khong co y
nghia thong ké v&i p=0,5392 (>0,05). Ciing nhu cac nghién
ctru trude day [2, 3], két qua nghién ctru cta chung t6i cho
thdy AFP khong phai 1a mot chi diu dang tin cay trong chan
doan HCC.

Hiéu qud chin dodn HCC khi sit dung phéi hop 2 chi
diu DCP va AFP

Tiép theo, chiing t6i phan tich hiéu qua chan doan HCC
khi sir dung phéi hop 2 chi ddu sinh hoc DCP va AFP. Méi
quan hé giita 2 chi du trong chan doan HCC dugc phan
tich bang phwong phap hdi quy logistic da bién sir dung
phdn mém SPSS. Phan tich duong cong ROC gia trj hoi
quy logistic (predicted probability) cho két qua: dién tich
duédi duong cong (area)=0,6000; do tin cay 95%; muc y
nghia p=0,0146; cut-off gia tri hoi quy logistic 2 chi dau
DCP va AFP phan bi¢t HCC va khéng HCC 1a 0,705; do
nhay (sensitivity) chan doan HCC 1a 42%; d6 dic hiéu
(specificity) chan doan HCC 1a 93%; ty 1é duong tinh gia
(FPR) 1a 7%; ty 1¢ am tinh gida (FNR) la 58%; gia tri tién
doan duong (PPV) 1a 85,71%; gia tri tién doan am (NPV) la
61,59% (hinh 3).

Nhu vy, trong pham vi 200 mau huyét thanh da phan
tich, két hop DCP véi AFP khong gitip tang d6 nhay phat
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hi¢n HCC so v6i khi chi sir dung mot chi d4u DCP. B6 chinh
xac (accuracy) ctia phép chan doan két hop 2 chi du & muc
thp, voi gia tri dién tich ving dudi duong cong chi dat
0,6000, thap hon gia trj dién tich ving dudi duong cong khi
phan tich don yéu t6 DCP hoic AFP.
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Hinh 3. Gi4 tri chin do4n HCC khi két hgp DCP va AFP. Phan tich
dudng cong ROC phép chian doan HCC véi gia tri hdi quy logistic 2 chi
ddu DCP va AFP cho 100 miu HCC.

Thao luan

Theo cac nghién ciru trude day trén thé gioi, DCP 1a chi
ddu huyét thanh duoc danh gia cao trong chian doan HCC.
Két qua nghién ctru cta ching toi cho thiy, DCP ¢6 d6 nhay
chén doan HCC néi chung va HCC giai doan sém lan luot 14
50 va 34% véi do dac hiéu 94% & gia tri ngudng 11,93 ng/
ml. Nghién ctru cua Lok va cs (2010) [4] 6 bénh nhan nguoi
My da xac dinh d6 nhay va d6 ddc hiéu cua chi ddu DCP
trong chan doan HCC 1a 74 va 86%. Mot nghién ctru khac
cling thuc hién & M¥ cia Marrero va cs (2003) [10] xac dinh
do nhay va dac hi¢u chan doan HCC cua DCP la va 89 va
95%. Beale va cs (2008) [5] bao cao DCP ¢6 do nhay va do
dac hiéu chan doan HCC 1a 80% ¢ dbi tuong nghién ctru 1a
nguoi Anh. Trong khi d6, mgt nghién ctru thuc hién tai Buc
cua Ertle va cs (2013) [11] da xac dinh d6 nhay chén doan
HCC cua DCP 14 63,4%. Nghién ctru hiéu qua chan doan
HCC cua chi ddu DCP cling da duogc thuc hién nhidu & céac
nudce chau A. Tai Nhat Ban, Takikawa va cs (1992) [12] xac
dinh d6 nhay va d6 dac hié¢u chan doan HCC cua DCP 1a
52,8 va 98,8%. Tai Han Qudc, nghién ctru ctia Yoon va cs
(2009) [13] cho thay do nhay chan doan HCC ctia DCP 1a
51,9% va do dac hiéu 1a 97% & nhém bénh nhan HBV man
méic HCC va khong mic HCC. Mot nghién ctru khac thyuc
hién trén 401 bénh nhan HCC va xo gan tai Han Qudc [14]
cho két qua DCP ¢6 d6 nhay va do dic hiéu chan doan HCC
1a 51,0 va 91,2%. Tai Trung Qudc, Cui va cs (2002) [8]
cong bd do nhay chén doan HCC cua chi ddu DCP1a 51,7%
v6i do ddc higu 1a 86,7%. Nhu vay, két qua do nhay chan
doan HCC cua dau 4n DCP trong nghién ctru cia ching toi
thdp hon so v6i cac nghién clru trude day thuc hién & My
va chau Au nhung twong duong két qua mot sb nghién ctru
thyc hién ¢ Trung Qudc, Nhat Ban va Han Qudc [8, 12-14 1.

Thém vao do, trong khudén khé nghién ctru nay, ching
toi nhan thay két hop 2 chi dau DCP va AFP khong giup
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tang d6 nhay cta phép chan doan HCC so véi khi chi st
dung chi ddu DCP. M6t s6 nghién ctru trude ddy thyc hién &
chau Au [11], Trung Qudc [15] hay Han Qudc [13] cho thiy
rang, két hop AFP va DCP d gitip ting d nhay chin doan
HCC so voi khi chi str dung chi dau DCP. Chung t6i chua
¢6 dir liéu dé giai thich nguyén nhan cia khac biét néu trén
giita két qua nghién ctru ctia chung toi voi cac cong bd trude
day trén thé giéi. Diéu nay cho thay, can phai thyuc hién cac
nghién ctru can than & Viét Nam v6i ¢d mau 16n va da dang
hon dé c6 co sé dit liéu vimg chéc khi 4p dung cac chi diu
sinh hoc vao thuc té 1am sang chan doan bénh.

So sanh v&i chi diu dang dugc sir dung hién nay dé chan
doan HCC 1a AFP, DCP ¢6 d6 nhay chan doan 1a 50% - t6t
hon d¢ nhay cua AFP 1a 39%, do ddc hiéu cta 2 chi dau
déu dat 94-95%. O day, ching toi str dung gi4 tri ngudng
AFP dugc xac dinh trong nghién ctru nay 1a 952,1 ng/ml
ma khong sir dung gia tri ngudng duoc cong nhan phd bién
trong 1am sang 14 400 ng/ml dé c6 thé so sanh AFP v6i DCP
trong ciing diéu kién. Néu chon gié tri ngudng AFP 1a 400
ng/ml dé xac dinh HCC trong nghién ctru nay thi do nhay
phép chan doan dat 44% nhung d¢ dac hi€u chi dat 87%.
Vi cung do dac hi¢u chén doan 1a 87-88%, do nhay chén
doan HCC cuia chi dau DCP trong nghién ctru nay dugc xac
dinh 14 52%, van cao hon so véi do nhay cua chi déu AFP &
cung diéu kién khao sat. Voi HCC giai doan sém (giai doan
A), str dung chi déu sinh hoc DCP c¢6 thé phat hién dugc
bénh véi d¢ nhay 34%, trong khi chi dau AFP khong c6 y
nghia chin doan HCC giai doan sém. Nhu véy, nghién ctru
cia chiing t6i gop phan khang dinh DCP 1a chi du sinh hoc
chén doan HCC tbt hon AFP [4, 8, 10, 16].

Két luan va khuyén nghi

DCP c¢6 thé 1a chi ddu huyét thanh tiém ning tmg dung
trong chan doan va sang loc HCC ¢ bénh nhan Viét Nam.
Chi ddu huyét thanh DCP c¢6 thé duoc sir dung thay cho
chi dau AFP trong chan doan HCC, gitp ting d¢ nhay chan
doén bénh ma khong can két hop véi chi ddu AFP.
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