TAP CHi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

SO SANH GIA TRI CHAN POAN UNG THU BIEU MO TE BAO GAN
CUA CAC THANG PIEM KET HQ'P AFP, AFP-L3 VA DCP
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Mé dau: Ung thu biéu md té bao gan
(Hepatocellular carcinomas HCC - UTBMTBG)
1a bénh Iy gan nguyén phat &c tinh phé bién nhat
va la mot trong nhimg nguyén nhan hang dau gay
tr vong do ung thu trén toan thé gidi. Chi sb
GALAD la mot md hinh théng ké wdc tinh kha
ning mic HCC & nhitng bénh nhan mic bénh
gan man tinh

Muc tiéu: Panh gia gia tri Iam sang cua cac
thang diém két hop AFP, AFP-L3 va DCP trong
chan doan HCC.

Poi twong va phwong phap nghién cuu:
170 bénh nhan bi HCC, 170 bénh nhan bi viém
gan man tinh (BGM), chtng t6i da so sanh gié tri
cac thang diém két hop AFP, AFP-L3 va DCP
bang phuong phap phan tich duong cong ROC
va tinh dién tich dudi duong cong.

Két qua: B9 nhay va d¢ dic hiéu cua cac
thang diém két hop AFP, AFP-L3 va DCP to ra
vuot tréi so véi cac chi diu don 1é trong chan
doan HCC. Thang diém GALADUS c6 hiéu qua
cao nhét trong chan doan UTBMTBG va BGM.

Két luan: Vai tro cia cac thang diém AFP,
AFP-L3 va DCP trong chian doan HCC va su

* Pai hoc Y Duoc TP. HCM.

** Bénh vign Dgi hoc Y Duoc TP.H6 Chi Minh
***Dai hoc Y Dwoc Can Tho

Chiu trach nhiém chinh: Nguyén Thi Bing Suong
Email: suongnguyenmd@gmail.com

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021

Ngay duyét bai: 30.11.2021

Nguyén Hoang Bac*/**

vuot troi so vai cac chi dau ung thu don ¢ da
dugc ching minh. Sy két hop giita thang diém
GALAD va siéu am (GALADUS) da nang cao
hiéu qua cua thang diém GALAD.

Tir khéa: AFP, AFP-L3%,
GALADUS

DCP, HCC,

SUMMARY

COMPARISON COMBINATION
MODELS OF AFP, AFP-L3, AND DCP
FOR HEPATOCELLULAR
CARCINOMA DIAGNOSIS

Introduction: Hepatocellular
carcinoma (HCC) is the most common
primary hepatic malignancy and one of the
leading causes  of cancer-related death
worldwide. The GALAD score is a statistical
model for estimating the likelihood of HCC in
patients with chronic liver disease.

Objective: The goal of this study was
to evaluate the clinical value of combination
models of AFP, AFP-L3%, and DCP for
hepatocellular carcinoma detection

Patients and Methods: In 170 patients with
HCC, 170 patients with chronic liver disease
(CLD), we compared the performance of
combination models of AFP, AFP-L3%, and
DCP to identify patients with HCC using
receiver operating characteristic curves and
corresponding area under the curve (AUC)
analyses.

Results: Combination models were superior
to AFP, AFP-L3% and DCP for HCC diagnosis.
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The GALADUS score achieved the best
performance for discrimination of HCC from
CLD

Conclusions: The usefulness of combination
models of AFP, AFP-L3%, and DCP in HCC
diagnosis and its superiority to single tumor
markers were shown. The combination of
GALAD and ultrasound (GALADUS score)

further improved the performance of the
GALAD score.

Keywords: AFP, AFP-L3%, DCP, HCC,
GALADUS
I. DAT VAN DE

Ung thu bitu md té& bao gan
(hepatocellular ~ carcinoma: HCC -

UTBMTBG ) 1a bénh 4c tinh, cung véi ty 1€
tr vong cao va sé ngudi mic mai hang nim
ngdy cang ting, dic biét & cac qudc gia dang
phat trién. Theo GLOBOCAN 2020, Viét
Nam c6 thém 26.418 nguoi mic ung thu gan
va 25.272 nguoi tir vong vi ung thu gan [8].
Tién lugng cia UTBMTBG phu thudc vao
chirc ning gan, tinh trang di cin, s6 luong va
kich thudc khéi u gan, phuong phap diéu tri.
Nhitng tién bo dang ké thu dugc trong chan
doan va diéu tri UTBMTBG hién nay tap
trung chl yéu & bénh nhan c¢6 khdi u & giai
doan sém vi thé cai thién du phong, chan
doan sém ung thu gan 13 rit can thiét dé
nang cao hiéu qua diéu tri. Trudc day, chién
lugc sang loc nham phat hién sém HCC gdém
viéc do mirc do a-fetoprotein (AFP) huyét
thanh va siéu &m 6 bung 3 - 6 thang mot lan.
Tuy nhién, do mirc 4o AFP huyét thanh co
do nhay va do dac hi¢u chan doan ung thu
gan thap nén hién nay Huéng dan chan doan
va diéu tri ung thu biéu mé té bao gan cua
Bo Y té nim 2020 da sir dung bo ba xét
nghiém gém AFP, AFP-L3 va DCP dé tam
soat UTBMTBG.
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Trén thé gi6i dd co6 nhiéu nghién ctu
khang dinh vai trd cia su két hop ciia bo 3
cac diu 4an huyét thanh AFP, AFP-L3 va
DCP [2], [9]. GALAD la mot m6 hinh toan
phan tich da bién (multivariate analyse
model) dya trén 5 thong $0, gém ba diu 4n
khdi u AFP, AFP-L3 va DCP, cong thém voi
gi6i tinh (Gender) va tudi (Age), két hop voi
mot phﬁn mém chuyén dung, co thé duoc st
dung dé phat hién ung thu biéu mé té bao
gan (HCC) & giai doan sém. Nhiéu tac gia
trén thé giéi da chimg minh ring viéc sir
dung mo hinh GALAD 16 rang tot hon so véi
stt dung cac ddu 4n sinh hoc riéng biét voi
muc dich phat hién khdi u & giai doan 0-A
(giai doan som theo Barcelona). Bén canh
GALAD con c6 cac thang diém khac dugc
xdy dung trén by ba AFP, AFP-L3 va DCP
nhu GALADUS, GALAC-C, GAAP nhim
nang cao d6 nhay va do dac hiéu [1], [7],
[10]. Cho dén thoi diém hién tai ching toi
nhan thdy ring & Viét Nam c6 rat it cong
trinh nghién ctru vé vai tro cia b 3 dau 4n
khéi u, dic biét viéc st dung mo hinh phdi
hop 3 diu 4n khdi u trong viéc chan doan
UTBMTBG nguyén phat.

Xuat phat tir thyc té d6, ching toi tién
hanh nghién ctru dé tai: “So sanh gia tri chan
doan ung thu biéu mo té bao gan cla cac
thang diém két hgp AFP, AFP-L3 va DCP”

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

Thiét ké nghién ciru

Nghién ciru cit ngang mo ta

Poi twong nghién ciru

Trong khoang thoi gian tir thang 04 nam
2018 dén thang 12 nam 2019, chiing toi thu
thap (khao sat) dugc 340 truong hop dua vao
2 nhom nghién ctu gom nhém UTBMTBG
(n =170) va nhém BGM (n = 170).


https://medlatec.vn/chi-tiet/y-khoa-medlatec/gia-tri-cua-afp-afp-l3-va-dcp-trong-chan-doan-som-theo-doi-dap-ung-dieu-tri-tai-phat-va-tien-luong-ung-thu-bieu-mo-te-bao-gan--2-7025.aspx
https://medlatec.vn/chi-tiet/y-khoa-medlatec/gia-tri-cua-afp-afp-l3-va-dcp-trong-chan-doan-som-theo-doi-dap-ung-dieu-tri-tai-phat-va-tien-luong-ung-thu-bieu-mo-te-bao-gan--2-7025.aspx
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Chuan bj bénh nhin: Thim khiam lim
sang, can lam sang

Bénh nhan duoc diéu tra mot sé yéu tb
dich t& hoc, lam céc xét nghiém can lam
sang. Bénh nhan duoc chan doan ung thu
gan bang chan doan hinh anh va két qua té
bao hoc

Thwc hién xét nghiém AFP, AFP-L3%
va DCP

Dinh luong AFP, AFP-L3% va DCP bang
hé théng uTASWako® i30 str dung phuong
phép (Liquid-phase binding assay) dién di
mao quan vi chip.

Tinh toan thang diém két hop AFP,
AFP-L3 va DCP

GALAD = —10.08 + 1.67 x (gi6i tinh
nam = 1 va gidi tinh nit = 0) + 0.09 x Tudi +
0.04 x [AFP-L3%] + 2.34 x logio [AFP] +
1.33 x logio [DCP].

GALAD-C = —11.501 + 0.733 x (gi6i
tinh nam = 1 va gidi tinh nit = 0) + 0.099 x
Tudi + 0.073 x [AFP-L3%] + 0.840 x logio
[AFP] + 2.364 x logio [DCP].

GAAP = —11.203 + 0.699 x (gidi tinh
nam = 1 va gi6i tinh nit = 0) + 0.094 x Tubi

I1. KET QUA NGHIEN cU'U

+1.076 x logio [AFP] + 2.376 x logio [DCP]
[7].

GALADUS = —12.79 + 0.09x Tudi +
1.74x (gidi tinh nam = 1 va gidgi tinh nit = 0)
+ 2.44xlogl0(AFP) + O0.04xAFPL3 +
1.39x10g10(DCP) + 3.56x (si€u am duong
tinh = 1 va siéu &m am tinh = 0). [10]

AFP + DCP: y = -5.09676 -+
1.19356xLog AFP + 1.81397xLog DCP [3]

Xt 1y va phan tich s6 liéu

Str dung phan mém SPSS version 20.0
cho céc phan tich théng ké. Bién dinh tinh
duoc biéu dién ¢ dang ti 1& phan tram. Bién
lien tuc duoc biéu dién ¢ dang trung vi va
khoang t phan vi. So sanh ti 1& bang phép
kiém chi binh phuong. So sanh trung vi cua
bién lién tuc cua 2 nhom bang phép kiém
MannWhitney.Vé dudng cong ROC dé tim
dién tich duédi duong cong, Xac dinh d6 nhay
va do dac hiéu.

Vén dé dao dirc trong nghién ciru

Nghién ctru da duoc chap thuan caa Hoi
ddng dao duc trong nghién cau y sinh hoc
Pai hoc Y Duoc TP.HCM (s6 295/DHYD-
HDDD ngay 16/08/2018)

1. Pic diém nhan khau hec nhém nghién cieu
Bdng 1. Tuéi cia bénh nhén ¢ cdc nhdém nghién ciru

Nhém UTBMTBG Nhém BGM Gia tri p
(n = 170) (n = 170) §
Tudi * 59.8 + 11.3 46.5 + 13.8
Tudi nho nhat 26 22 0,0001
Tudi 16n nhat 97 103

Kiém dinh t doc lap
* trung binh + d6 léch chuan

Nhgn xét: Két qua cho thiy, nhom UTBMTBG c6 d6 tudi trung binh 1a 59.8 + 11.3 cao
hon so véi nhém BGM 14 46.5 + 13.8, p < 0,0001. O nhém BGM, phan bé theo nhém tudi
<50 tudi chiém ty & cao nhat (64.1%), trong khi d6 & nhém UTBMTBG nhém 50-70 tudi

chiém ty Ié cao nhit (68.8%).

75



HO! NGHI KHOA HOC LAN THU XXIV CUA HOI HOA SINH Y HOC HA NOI VA CAC TiNH PHIA BAC

Bdng 1. Phan bé gidi cia bénh nhan ¢ cac nhém nghién ciru

Nhém UTBMTBG Nhém BGM
(n=170) (n=170) Giatrip
n (%) n (%)
Nam 136 (80.0) 90 (52.9)
— <0.0001
N 34 (20.0) 80 (47.1)

Kiém dinh Chi binh phuong

Nhdn xét: Két qua cho thay ty Ié gioi nam chiém da sé hon giGi nir & ca hai nhém, ty 1¢
nam/nir & nhém UTBMTBG va BGM lan luot 12 136/34 = 4 va 90/80 = 1,12. Su khéc biét
gitta hai nhém vé phan bé theo gidi tinh 14 c6 y nghia thong ké (p <0.001).

2. Piac diém khéi u gan é nhom UTBMTBG
Bdng 3. Phan bé theo dic diém khéi u gan ¢ nhém UTBMTBG (n = 170)

Pic diém khoi u S6 lwong Ty 18 %
Vi tri

Thay phai 111 65,3

Thay trai 21 12,4

Ca hai thuy 38 22,4

S6 lwong u

lu 100 58,8

>2u 70 41,2
Kich thwéc (cm)

<2 44 25,9

2-5 70 41,2

>5 56 32,9
Giai doan BCLC

0 &A 92 54,1

B,C,D 78 45,9

Nhdn xét: Veé dac diém khdi u gan & bénh nhan UTBMTBG, ching tdi nhan thiy da s
bénh nhan c6 khdi u ¢ thiy phai (65,33%), mot u (58,8%), kich thudc chu yéu <5 cm
(67,1%) va giai doan BCLC 0&A (54,1%).

3. Két qua vé ndng d AFP, AFP-L3, DCP va cac thang diém két hop & cac nhom
nghién caru

Bdng 4. Nong dp AFP, AFP-L3, DCP va cdc thang diém két hgp ¢ nhom UTBMTBG va
nhom BGM

Nhém UTBMTBG Nhém BGM Gitrip

(n = 170) (n = 170) -
AFP* (ng/mL) 33 (5,60 347,95) 1,95 (1,30 — 2,90) < 0,0001
AFP-L3* (%) 7.5 (0,5- 39,8) 0,5 (0,5 — 05) < 0,0001
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Nhom UTBMTBG Nhom BGM Gid tri p

(n=170) (n=170) ’
DCP* (mAU/mL) 206,94 (42— 3790) 16 (12,75 — 20) <0,0001
AFP + DCP -0,99 (-2,067 - 1,13) | -3,54 (-3,83 — (-3,32)) <0,0001
GALAD 4,10 (2,02 — 8,30) -2,55 (-3,99 — (-1,31)) <0,0001
GALAD-C 3,28 (0,79 —8,10) -3,40 (-4,67 — (-2,17)) <0,0001
GAAP 2,50 (0,42 —5,92) -3,86 (-5,09 — (-2,75)) < 0,0001
GALADUS 5,26 (3,14 —9,57) -5,13 (-6,57 — (-3,91)) < 0,0001

Kiém dinh MannWhitney

*trung vi (khoang tir phan vi)

Nhgn xét: Két qua phan tich cho thay nong do trung vi AFP, AFP-L3, DCP va cé4c thang
diém két hop 6 nhém UTBMTBG cao hon han nhdm BGM (p< 0,0001).

4. Gi4 tri chan doan UTBMTBG ciia cac thang diém két hop AFP, AFP-L3, DCP

ROC Curve
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Diagonal segments are produced by ties.

Hinh 1. Puong cong ROC ciia cdc thang diém két hop AFP,
AFP-L3, DCP dé phan biét giza UTBMTBG va BGM
Nhgn xét: Dién tich dudi duong cong ROC cua cac thang diém két hop AFP, AFP-L3,
DCP déu l6n hon 0,95 cho thiy cac thang diém nay rat cd gia tri trong viéc phat hién
UTBMTBG trén bénh nhan viém gan man.
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Bdng 5. Gia tri chdn dodn phén bigt git]a UTBMTBG va BGM ciia cdc thang diém két

hop AFP, AFP-L3, DCP
Thang diém | AUC (95% CI) | Ngudng cit Do nhay P dic hiéu

0,957 (0,937 — 0 0

AFP + DCP 0,978) 2,70 89,4% 92,9%
0,962 (0,944 — 0 0

GALAD 0,981) 0,7 90% 92,9%
0,962 (0,944 — 0 0

GALAD-C 0,980) 0,99 91,2% 91,2%
0,974 (0,959 ] o 0

GAAP 0,988) 1,63 94,1% 92,3%
GALADUS 0,997 (8’994 B -0,97 97,6% 97%

Nhgn xét: Khi so sanh gié tri chan doan cua cac thang diém két hgp AFP, AFP-L3, DCP
thi GALADUS c6 gi4 tri trong viéc phat hién UTBMTBG cao hon han.

IV. BAN LUAN

Trong nghién ctu caa chdng tdi, bénh
nhan UTBMTBG phé bién nhit trong do tudi
50-70 tudi (64.1%), tudi trung binh 59.8 *
11.3 phu hop vai nghién citu Thai Dodn Ky
va cong su (2015) 1a 55.2%, tudi trung binh
56.4+11.7 [5]; Hann HW. et al (2014)
59.1+10.3 [4]. Nhém BGM c6 tudi trung
binh 1a 44+12 ciing phu hop véi nghién cau
cac tac gia trén. Ching t6i nhan thay tudi
trung binh va ty 1& phan bé nhom tudi ¢ hai
nhom nghién ciru phu hop véi tién trinh dién
bién tu nhién cta bénh tir viém gan, xo gan
dén UTBMTBG khoang 10 — 15 nim. Nhom
UTBMTBG cua nghién ciu ching toi co ty
I& gigi nam chiém wu thé hon gidi nir kha
turong dong vaéi nghién ctu cia Hann HW. et
al (2014) thi ty l¢ nam/ nix & nhom
UTBMTBG va nhém BGM lan luot la
25(83%)/5(17%) va 69 (65%)/37(35%) [4].

V& dic diém khdi u thi nghién ctu cua tac
gia bau Quang Liéu (2017) véi n = 45 ciing
c6 cac dic diém vé khdi u gan & bénh nhan
UTBMTBG tuong dong véi nghién cau
chung t6i nhu khdi u chu yéu o thay phai
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(82,22%), 1 6 (75,55%), va kich thuéc khdi
u <5cm (62,22%) [6]. Tuong tu, nghién cuu
cua Thai Doan Ky (2015) véi n = 105 cling
c6 dic diém khdéi u da s6 ¢ thiy phai
(90,5%), 1 & (57,1%), kich thuéc u >5cm
(87,6%) [5]. Chung t6i nhan thiy viéc phét
hién khéi u gan ¢ giai doan sém khi kich
thudc khdi u <5cm ngay cang ting, diéu nay
cho thay hién nay nhan thic vé ung thu gan
ctia ngudi dan da c6 nhiéu cai thién, cac bién
phép tam soat da dwoc tng dung rong rai
hon nén ty I¢ ung thu phat hién & giai doan
tré giam di.

Vé két qua cac thang diém két hop AFP,
AFP-L3, DCP ¢ nhom UTBMTBG va nhém
BGM c6 sy khéc biét c6 ¥ nghia thong ke.
Két qua nay tuong dong véi nghién ctu cua
Best va cong su (2020) trén 125 bénh nhén
c6 HCC va 231 bénh nhan gan nhiém mé
khong do ruou ciing ghi nhan chi s6 GALAD
& nhém bénh nhan HCC la 2,93 (0,77, 7,62)
trong khi d6 & nhém déi chung 1a-3,96 (-
5,22, -2,6) [1].

Két qua nghién cau cia ching tdi cho
thiy thang diém GALADUS (ngudng cit —
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0,97, d6 nhay 97,6%, dd dac hiéu 97%) co
d6 nhay va dic hiéu cao nhat phd hop voi
nghién ctru cua tac gia Yang JD va cong su
(2019) cho thiy thang diém GALADUS
(ngudng cit —0.18, d6 nhay 95%, do dac hiéu
91%) c6 d6 chinh xac cao hon thang diém
GALAD (ngudng cit —1.18, do nhay 92%,
d6 dac hiéu 79%) trong chan doan sém HCC
[10].

V. KET LUAN

Vai tro cia cac thang diém AFP, AFP-L3
va DCP trong chan doan HCC va su vuot
troi so voi cac chi dau ung thu don 1é& da
dugc ching minh. Su két hop giita thang
diém GALAD va siéu am (GALADUS) da
nang cao hiéu qua cua thang diém GALAD.
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