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KHAO SAT NONG PO PROPROTEIN CONVERTASE
SUBTILISIN/KEXIN TYPE 9 HUYET TUONG
TREN BENH NHAN X0’ GAN VA UNG THU BIEU MO TE BAO GAN

Dinh Trong Ha'", Pang Ngoc Ha?, Dwo'ng Quang Huy?

Tém tat

Muc tiéu: Danh gia nébng do proprotein convertase subtilisin/kexin type 9
(PCSK9) huyét twong trén bénh nhan (BN) xo gan va ung thw biéu mo té bao gan
(UTBMTBG), gép phan bd sung bang chirng cho kha ning (rng dung trong sang loc
va chidn doan sém UTBMTBG. Phwong phdp nghién civu: Nghién clru mo ta cat
ngang, so sanh song song trén 50 BN xo gan va 50 BN UTBMTBG diéu tri néi tra tai
Khoa N6i Tiéu hoa, Bénh vién Quan y 103 tir thang 4/2023 - 4/2024. Néng dé6 PCSK9
huyét twong dwoc dinh lwgng bang ki thuat ELISA. Két quad: Nong dd PCSK9 huyét
twong trung vi & BN UTBMTBG cao hon r6 rét so vé¢i nhom BN xo gan (176,2 so véi
102,5 ng/mL; p < 0,001). Néng dé6 PCSK9 huyét twong phan biét UTBMTBG va xo
gan v&i AUC = 0,78 (95%CI: 0,70 - 0,86). Tai diém cat 140 ng/mL, do nhay dat 72,0%
va do dac hiéu dat 74,0%. Ngoai ra, nong dé6 PCSK9 huyét twong cé twong quan thuin
mic do trung binh véi AFP (r = 0,46; p < 0,001) va tiéu cau (r = 0,38; p = 0,002);
dong thoi, twong quan nghich véi bilirubin toan phéan (r = -0,41; p < 0,001).
Két ludn: Nong d6 PCSK9 huyét twong & BN UTBMTBG cao hon ro rét so véi BN xo
gan (176,2 so v&i 102,5 ng/mL; p < 0,001), c6 gia tri phan biét hai nhom véi AUC =
0,78; tai diém cat 140 ng/mL, dd nhay dat 72% va d6 dic hiéu dat 74%. Nong do
PCSK9 huyét twong cho thay tiém ning buwédc dau trong hd tro sang loc va phat hién
UTBMTBG trén nén xo gan.

Twr khoa: Proprotein convertase subtilisin/kexin type 9; Ung thw biéu mé té bao gan;
Xo gan; D4u an sinh hoc.
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EVALUATION OF PLASMA PROPROTEIN CONVERTASE
SUBTILISIN/KEXIN TYPE 9 LEVELS IN PATIENTS WITH LIVER
CIRRHOSIS AND HEPATOCELLULAR CARCINOMA

Abstract

Objectives: To evaluate plasma proprotein convertase subtilisin/kexin type
9 (PCSK9) levels in patients with liver cirrhosis and hepatocellular carcinoma (HCC),
thereby providing additional evidence for its potential application in early screening
and diagnosis of HCC. Methods: A cross-sectional comparative study including 50
patients with liver cirrhosis and 50 patients with HCC who were hospitalized at the
Department of Gastroenterology, Military Hospital 103, from April 2023 to April
2024. Plasma PCSKO9 levels were measured using an enzyme-linked immunosorbent
assay (ELISA). Results: The median plasma PCSK9 level was significantly higher in
HCC patients compared with those with cirrhosis (176.2 vs. 102.5 ng/mL; p < 0.001).
Plasma PCSK9 differentiated HCC from cirrhosis with an AUC of 0.78 (95%CI: 0.70 -
0.86). At a cut-off value of 140 ng/mL, the sensitivity and specificity were 72.0% and
74.0%, respectively. In addition, plasma PCSK9 levels showed a moderate positive
correlation with AFP (r = 0.46; p < 0.001) and platelet count (r = 0.38; p = 0.002),
and a negative correlation with total bilirubin (r = -0.41; p < 0.001). Conclusion:
Plasma PCSK9 levels were significantly higher in HCC patients than in those with
cirrhosis (176.2 vs. 102.5 ng/mL; p < 0.001); it showed discriminative ability
between the two groups with AUC = 0.78; at a cut-off value of 140 ng/mL, the
sensitivity and specificity were 72% and 74%, respectively. PCSK9 demonstrates
preliminary potential as a supportive biomarker for screening and early detection
of HCC in cirrhotic patients.

Keywords: Proprotein convertase subtilisin/kexin type 9; Hepatocellular
carcinoma; Cirrhosis; Biomarker.

diéu tri triét can han ché [2]. Xo gan la
yéu td nguy co nén quan trong nhat cia
UTBMTBG, chiém dén 80 - 90% cac
treong hop [3]. Qua trinh chuyén tiép tir
xo gan sang UTBMTBG dién ra 4&m tham

PAT VAN PE

Ung thw biéu mé té bao gan la nguyén
nhan t& vong ding thi ba trong cac
bénh ung thw trén toan cau, véi khoang
906.000 ca mic méi va hon 830.000 ca
tr vong trong nam 2020 [1]. Tai Viét
Nam, UTBMTBG nam trong nhém ba loai
ung thw phé bién nhit, c6 ty 1é mic va tir

v&inhiéu co ché bénh sinh lién quan dén
viém man tinh, réi loan mién dich va
thay doi chuyén hoéa lipid. Hién nay, cac

vong cao hang dau, phin lén dwoc
phat hién & giai doan mudn khi kha nang
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nhiéu han ché vé d6 nhay va d6 dac hiéu;
dac biét, trong viéc phan biét xo gan tién
trién véi UTBMTBG giai doan sém [4].
Nong dé6 PCSK9 huyét twong la mot
protein/proprotein (serine protease) do
gan tiét ra, ban diu dwgc biét dén véi vai
tro diéu hoa thu thé LDL (LDL-R) va
chuyén hoa lipid mau [5]. Gan day, nhiéu
nghién cu da chi ra néng dé6 PCSK9
huyét twong con tham gia vao co ché
viém, mién dich va sinh ung thu. O BN xo
gan, nong do PCSK9 huyét twong c6 xu
hwéng giam, lién quan dén mirc do suy
gidm chirc nang gan [6]. Ngwoc lai, & BN
UTBMTBG, chi s6 nay dwoc ghi nhin
tang cao, c6 thé lién quan dén su thich
nghi chuyén héa va kha nang né tranh
mién dich ctia t€ bao ung thw [7]. M3c du
da c6 cac nghién ctru riéng biét danh gia
nong do PCSK9 huyét twong trén BN xo
gan va UTBMTBG nhwng dén nay, chwa
c6 cong trinh nao tai Viét Nam so sanh
truc ti€ép néng dé6 PCSK9 huyét twong
gitta hai nhom bénh ly nay. Xac dinh sy
khac biét ctia chi dau nay gitra xo gan va
UTBMTBG khong chi gép phan hiéu ro
hon co ché bénh sinh ma con mé ra kha
nang wng dung néng do PCSK9 huyét
twong nhu mot d4u 4n sinh hoc hd tro
sang loc, phat hién sdm UTBMTBG trén
nén xo gan. Xuat phat tir nhitng van dé
trén, nghién ctru nay dwoc thwc hién
nham: Khdo sdt ndng dé PCSK9 huyét
twong trong phdn biét xo gan va
UTBMTBG, gép phdn bé sung bdng chirng
cho khd ndng trng dung trong sang loc va
chdn dodn sém UTBMTBG.

pOI TUONG VA PHUONG PHAP
NGHIEN CU’'U

1. Pdi twong nghién ciru

Gom 50 BN xo gan va 50 BN
UTBMTBG diéu tri ndi tra tai Khoa Noi
Tiéu héa, Bénh vién Quan y 103 tw
thang 4/2023 - 4/2024.

* Tiéu chudn lwa chon:

Nhém BN xo gan: Chan doan xac dinh
xo gan dwa trén téng hop 1am sang va
can lam sang (suy chirc nang gan, tang ap
lwc tinh mach cira, thay d6i hinh thai
gan) hodc mirc dd xo gan F4 bang
FibroScan khi chwa du tam ching
lam sang - can lam sang.

Nhém BN UTBMTBG: Chin doan
UTBMTBG nguyén phat theo Hwéng dan
Chin doan va biéu tri ung thw biéu mo té
bao gan ctia Bd Y t€ (2020) bang mo
bénh hoc hoic tiéu chuin chidn doan
hinh anh déng hoc dac trung (tang
quang dong mach - rira thudc thi tinh
mach clra) trén nén viém gan man
tinh/xo gan, két hop chi diu sinh hoc khi
phu hop. Chi lwa chon nhitng BN chwa
diéu tri dic hiéu trudc do.

* Tiéu chudn loai trir: Ung thw gan thir
phat (di can), ddng mac ung thw co quan
khac dang hoat dong; nhiém triing c4p tinh,
bénh tw mién hoat dong, bénh than man
tinh tién trién (eGFR < 30 mL/phut/1,73m?),
bénh tim mach ndng khong 6n dinh; BN
dang dung thuéc c6 thé anh huwdng
dén nong dé6 PCSK9 huyét twong hoic
xét nghiém lién quan (statin, rc ché
PCSK9, corticoid liéu cao, thudc rc ché
mién dich, thudc ha lipid khac) trong
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vong 4 tuin tru¢c 14y miu; BN mac bénh
dai thido dwong mat kiém soat (HbAlc 2
9%); BN tir chéi tham gia hodc khéng di
ning lyc dong y tham gia; mau bénh
phidm c6 tan huyét manh, lipemia ning
hodc thoi gian bdo quan/van chuyén
khong dam bao.

2. Phwong phap nghién ciru

* Thiét ké nghién ctru: Nghién ciru md
ta cit ngang, so sanh song song.

* Phwong phdp chon mdu: Chon mau
thuan tién.

* Céng cu nghién ctru va ky thudt thu
thdp thong tin: BN dwoc kham lam sang

3. Pao dirc nghién ciru

va chi dinh cac xét nghiém can thiét dé
chan doan xac dinh xo gan va UTBMTBG.
Nong dé6 PCSK9 huyét twong dwoc
dinh lwong bang ky thudt ELISA sw
dung bod kit Duoset ELISA PCSK9
(R&D Systems, USA), bao gbm cac
buéc chuin bi mau huyét twong, i khang
thé - khang nguyén, phat hién bang phan
rng enzyme - mau, doc mat do quang
theo hwdng dan ctia nha san xuit va phu
hop véi cac nghién ctru da cong bé [6, 7].
Xét nghiém dwoc thwc hién tai Khoa Y
hoc Quan binh ching, Hoc vién Quan y.

* Xtr ly s6 liéu: Bang phan mém théng
ké SPSS 20.0.

Nghién ctru dwoc Hoi dong Pao dirc Bénh vién Quan y 103 thong qua theo Chirng
nhén s6 2030/HPDD ngay 23/6/2023. S6 liéu nghién ciru dwoc Bénh vién Quan y
103 cho phép str dung va cong bo. Nghién ctru bdo ddm tén trong va gitr bi mat thong
tin cad nhan, déi twong tham gia nghién ctru cé thé tir ch6i tham gia & bat cir thoi diém
nao. Nhom téc gia cam két khong c6 xung dot loi ich trong nghién ciru.

KET QUA NGHIEN CGU

Bang 1. Dic diém veé tudi va gi¢i tinh cta doi twong nghién ctru (n = 50).

Pic diém Xo gan UTBMTBG p

Tubi trung binh (ndm), X + SD 57,6 £9,4 61,4 +8,7 0,04
Nhém tuéi, n (%)

< 60 29 (58,0) 22 (44,0) 0,11t

> 60 21 (42,0) 28 (56,0)
Gidi tinh, n (%)

Nam 36 (72,0) 39 (78,0) 0,48t

Nir 14 (28,0) 11 (22,0)

(*: Kiém dinh T-test hai mdu doc Idp; *: Kiém dinh x?)
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Tuoi trung binh cda hai nhém cé suw khac biét nhé vé mat thong ké (p = 0,04); tuy
nhién, phin bé nhom tu6i khéng khac biét c6 y nghia (p = 0,11), diéu nay cho thay
hai nhém co ban twong déng vé dic diém tuoi.

Bang 2. Nong do PCSK9 huyét twong va cac chi s6 cin lam sang

& hai nhdm nghién cttu (n = 50, kiém dinh Mann-Whitney U).

Chi s6 Xo’ gan UTBMTBG p

PCSK9 (ng/mL), trung vi (Q1-Q3)  102,5 (84,6 - 118,4) 176,2 (142,8-202,5) < 0,001

AFP (ng/mL), trung vi (Q1 - Q3) 12,4 (6,8-28,7) 2246 (110,4-370,5) < 0,001

Bilirubin toan phan (umol/L),
trung vi (Q1 - Q3)

Tiéu cau (G/L), trung vi (Q1 - Q3) 98 (75 - 122) 165(132-198) <0,001

35,2 (24,5-46,8)  28,5(20,2-356) <0,010

N6ng do PCSK9 huyét twong trung vi @ nhém BN UTBMTBG cao hon ré rét so véi
nhom BN xo gan (176,2 so véi 102,5 ng/mL, p < 0,001). Gia tri AFP cling tang cao
dang ké & nhém BN UTBMTBG so véi nhom BN xo gan (224,6 so véi 12,4 ng/mL,
p < 0,001). Nguwoec lai, bilirubin toan phén trung vi cao hon & nhém BN xo gan (35,2
so v&i 28,5 umol/L, p = 0,010). S6 lwgng tiéu ciu & nhém BN xo gan thip hon so véi
nhém BN UTBMTBG (98 so véi 165 G/L, p < 0,001).

Bang 3. Gia tri n6ng d6 PCSK9 huyét twong trong phin biét xo gan va UTBMTBG.

Chi sd Gia tri
AUC (95%CI) 0,78 (0,70 - 0,86)
Piém cit t6i wu (ng/mL) 140
b6 nhay (%) 72,0
P diic hiéu (%) 74,0
PPV (%) 73,5
NPV (%) 72,6

(PPV: Gid tri tién dodn dwong; NPV: Gid tri tién dodn dm)
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Biéu d6 1. DPuong cong ROC clia Nong do PCSK9 huyét twong
trong chdn dodn UTBMTBG so v&i xo gan.

Nong d6 PCSK9 huyét twong c6 kha nang phan biét mic d6 trung binh giira
UTBMTBG va xo gan, véi dién tich dudi dwong cong (AUC) dat 0,78 (95%CI: 0,70 - 0,86).
Tai diém cit t6i wu 140 ng/mL, dd nhay va do dic hiéu Ian lwot 12 72,0% va 74,0%.
Gia tri dy dodn dwong va gia tri dw doan am twong trng la 73,5% va 72,6%.

Bang 4. Twong quan gitra nong do PCSK9 huyét twong va mot so chi sé sinh hoc.

Bién so Hé s6 twong quan (r) p
AFP +0,46 <0,001
Tiéu cau +0,38 0,002
Bilirubin toan phin -0,41 <0,001

(r: Hé s6 twong quan Spearman)

Nong dé PCSK9 huyét twong c6 méi twong quan thudn mirc d6 trung binh véi AFP
(r=0,46; p <0,001) va twong quan thudn mic dd yéu véi sé lwong tiéu cau (r = 0,38;
p = 0,002), déng thoi twong quan nghich véi bilirubin toan phan (r = -0,41;
p <0,001).
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BAN LUAN

Trong nghién ctu nay, mac du tudi
trung binh ctia nhém BN UTBMTBG cao
hon nhém BN xo gan véi s khac biét
nho6 vé mat théng ké (61,4 + 8,7 so voi
57,6 + 9,4 tuodi; p = 0,04) nhwng sw chénh
léch nay khéng c6 y nghia 1am sang va
phin bd nhém tudi gitra hai nhom la
twong dong. Do do, yéu t6 tudi it cé kha
nang anh hwdng dén sw khac biét néng
d6 PCSK9 huyét twong gitra hai nhom. Vé
gi¢i tinh, cd hai nhém déu c6 ty 1é nam
gidi chiém wu thé (> 70%), phu hop véi
xu hwéng chung trong nhiéu nghién ctru
dich té trwéc day, véi nam gidi c6 nguy
comic UTBMTBG cao gip 2 - 4 Ian so vGi
nir giéi [1, 2].

Két qua nghién ctu ciing cho thiy
nong do PCSK9 huyét twong & nhom BN
UTBMTBG cao hon ré rét so véi nhom
BN xo gan (176,2 so voi 102,5 ng/mL;
p < 0,001). biéu nay twong dong véi gia
thuyét nong d6 PCSK9 huyét twong
khong chi tham gia vao chuyén hoa lipid
ma con lién quan dén co ché sinh ung
thw. Mot s6 nghién ctru quoc té ciing ghi
nhin tinh trang ting néng dé PCSK9
huyét twong & BN UTBMTBG dwoc cho la
c6 vai tro trong thich nghi chuyén héa va
né tranh mién dich cta t€ bao ung thw
[6, 7]. Ngworc lai,  nhom BN xo gan, nong
dd PCSK9 huyét twong giam c6 thé phan
anh muc do suy gidam chirc nang gan,
twong tw két qua nghién ctru cua Rashid
va CS [6]. Ngoai nébng d6 PCSK9, két qua

bang 2 con cho thdy AFP ting ro rét &
nhom UTBMTBG so v&éi nhém xo gan
(224,6 so véi 12,4 ng/mL; p < 0,001),
khdng dinh vai tro kinh dién ctia AFP
trong chdn doan UTBMTBG, mic du van
con han ché vé d6 nhay va d6 dic hiéu &
giai doan sém [4]. Bilirubin toan phan
cao hon & nhém BN xo gan (35,2 so véi
28,5 umol/L; p = 0,010), phan anh tinh
trang suy giam chirc nang gan dac trung
clia xo gan tién trién. Trong khi do, s6
lwgng ti€u ciu thap hon ré rét & nhém
BN xo' gan (98 sovéi 165 G/L; p<0,001),
phu hop véi bién chirng gidm tiéu cau do
tang ap lwc tinh mach ctra va cwong lach
thwong gap & nhom BN xo gan.

Puwong cong ROC cho thiy nong dé
PCSK9 huyét twong c6 kha nang phan
biét UTBMTBG va xo gan véi AUC = 0,78
(95%CI: 0,70 - 0,86). Trong pham vi
nghién cru nay, gia tri chin doan cua
nong do PCSK9 huyét twong kha tot khi
so sanh vé&i AFP, mot dau 4n sinh hoc
thuwong dwoc st dung trong thwe hanh
lam sang, mdc du AFP don thuan van con
han ché vé d6 nhay va d6 dac hiéu, dac
biét trong giai doan sém ctia UTBMTBG
[4]. Do d6, nong d6 PCSK9 huyét twong
c6 thé déng vai tro b6 sung trong sang
loc va chdn doan sém UTBMTBG trén
nén xo gan.

Ngoai ra, khi phan tich méi twong
quan cho thiy néng d6 PCSK9 huyét
twong twong quan thudn mirc do trung
binh véi AFP (r = 0,46; p < 0,001) va
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twong quan thudn mirc do yéu véi so
lwgng tiéu cau (r=0,38; p = 0,002), dong
thoi twong quan nghich véi bilirubin
toan phan (r = -0,41; p < 0,001). Cac két
qua nay goi y nong dé6 PCSK9 huyét
twong phan anh tinh trang khoi u va chiu
anh hwdng cia chirc ndng gan. biéu nay
c6 thé giai thich ly do néng d6 PCSK9
huyét twong thwong gidm & BN xo gan
nang, trong khi & BN UTBMTBG, qua
trinh sinh ung thw kich hoat cac co ché
tang bi€u hién nong do PCSK9.

Nghién ctru cta ching t6i con ton tai
mot s& han ché. Thitr nhat, ¢ mAu nghién
cru con khiém tén va chi thwc hién tai
mot trung tdm, do d6 can cé thém cac
nghién ctiu da trung tim véi s6 lwong BN
16m hon d€ khang dinh gia tri chdn doan
cia nong do PCSK9 huyét twong. Thi
hai, day 1a thiét k& nghién ctru cit ngang,
chwa cho phép xac dinh vai tro tién
lwong lau dai cling nhw kha nang dw bao
tién trién cua nong dé6 PCSK9 huyét
twong tr xo gan sang UTBMTBG. Tuy
nhién, két qua buéc diu nay gép phan
khang dinh tiém ning Gng dung cla
nong do PCSK9 huyét twong nhw mot
d4u 4n sinh hoc hd tro trong thwc hanh
lam sang.

KET LUAN

Nong d6 PCSK9 huyét twong & BN
UTBMTBG cao hon ro rét so véi BN xo
gan va co6 gia tri phan biét hai nhom vé&i
AUC = 0,78; diém cit 140 ng/mL cho do
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nhay dat 72% va d6 dac hiéu dat 74%.
Nong dé6 PCSK9 huyét twong cdé méi
twong quan thuin véi AFP va tiéu ciu,
déng thoi twong quan nghich véi
bilirubin toan phan. Két qua nay goi y
nong dé PCSK9 huyét twong la diu an
sinh hoc tiém niang hd tr¢ sang loc va
phét hién sém UTBMTBG trén nén xo
gan. Viéc tng dung néng dé6 PCSK9 huyét
twong két hop véi cac chi s6 truyén
théng c6 thé ning cao hiéu qua phat hién
UTBMTBG trong thwc hanh lam sang.
Can c6 thém cac nghién ciru da trung
tam, c& mau lén va theo doéi doc d€ danh
gia gia tri tién lwong cling nhw kha nang
rng dung nong d6 PCSK9 huyét twong
trong quan ly BN xo gan va BN
UTBMTBG.
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