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NGHIEN CUU SU THAY POI NONG PO PROPROTEIN CONVERTASE
SUBTILISIN/KEXIN TYPE TREN BENH NHAN XO GAN
Dang Ngoc Ha', Duwong Quang Huy', Dinh Trong Ha*"

Tém tit

Muc tiéu: Khao sat mdi lién quan gitta néng dd proprotein convertase
subtilisin/kexin type 9 (PCSK9) huyét trong véi mot sé dic diém can 1am sang &
bénh nhan (BN) xo gan gan va budc dau tim hiéu gia tri cua ndng d6 PCSK9 huyét
tuong trong bénh xo gan. Phwong phdp nghién ciru: Nghién ciru mé ta cit ngang
trén 40 BN xo gan diéu tri tai Khoa Noi Tiéu hoa, Bénh vién Quan y 103 va 40
ngudi khoé manh (nhom chimg) duge xét nghiém ndng d6 PCSK9 huyét twong.
Két qua: O BN xo gan, nong do PCSK9 c6 mdi twong quan nghich véi bilirubin
toan phan (TP) (r = -0,314, p < 0,05) va twong quan thudn v&i ty 18 prothrombin
(r = 0,458, p < 0,01). Trung vi ndng d6 PCSK9 huyét twong nhém BN xo gan
(100,0 ng/mL) thip hon nhém ching (144,8 ng/mL), p = 0,001. Nong d6 PCSK9
huyét twong co gia tri chan doan xo gan (nhém chimg) & mirc trung binh véi AUC
14 0,72 (0,61 - 0,83). Tai diém cat 103,45 ng/mL, d6 nhay (Se) 1a 55,0%, d6 dic
hiéu (Sp) 1a 85,0%, gia tri tién doan duong tinh (PPV) 1a 78,6%, gia tri tién doan
am tinh (NPV) 12 65,4%, p = 0,001. Két Iud@n: Nong d6 PCSK9 twong quan nghich
miurc do vura voi bilirubin TP, tuong quan thuan marc dg vira véi ty 1€ prothrombin
va co gia tri chan doan trong bénh xo gan.

Tw khoéa: Proprotein convertase subtilisin/kexin type 9; Xo gan; Prothrombin;
Bilirubin toan phan.

STUDY ON THE CHANGES IN PROPROTEIN CONVERTASE
SUBTILISIN/KEXIN TYPE 9 PLASMA LEVEL
IN PATIENTS WITH LIVER CIRRHOSIS

Abstract

Objectives: To investigate the relationship between plasma proprotein convertase
subtilisin/kexin type 9 (PCSK9) level and some paraclinical characteristics in patients
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with liver cirrhosis and to initially study the value of plasma PCSKO9 level in liver
cirrhosis. Methods: A cross-sectional descriptive study was conducted on 40 liver
cirrhosis patients at the Gastroenterology Department, Military Hospital 103 and
40 control tested for plasma PCSK9 level. Results: In patients with liver cirrhosis,
PCSK?9 level was moderately negatively correlated with total bilirubin (r = -0.314,
p < 0.05) and moderately positively correlated with prothrombin time ratio
(r = 0.458, p < 0.01). The median plasma PCSK9 level in the cirrhotic group
(100.0 ng/mL) was lower than that in the control group (144.8 ng/mL), p = 0.001.
Plasma PCSKO level had a moderate diagnostic value for liver cirrhosis (control
group) with an AUC of 0.72 (0.61 - 0.83). At the cut-off point of 103.45 ng/mL,
the sensitivity (Se) was 55.0%, the specificity (Sp) was 85.0%, the positive
predictive value (PPV) was 78.6%, the negative predictive value (NPV) was
65.4%, p = 0.001. Conclusion: Plasma PCSKO9 level had a relationship with total
bilirubin and prothrombin time ratio in liver cirrhosis patients. PCSK9 was
considered useful for diagnosing liver cirrhosis.

Keywords: Proprotein convertase subtilisin/kexin type 9; Liver cirrhosis;
Prothrombin; Total bilirubin.

PAT VAN PE Proprotein convertase subtilisin/kexin
o N . type 9 la thanh vién the 9 céa ho
Xo gan la giai doan cudi trong tién . 2 .z

proprotein chuyén dang, chu yéu duoc
trinh cda benh ly gan man tinh, dic téng hop va tiét ra boi gan, ngoai ra, con
o1t dugc bai tiét ra & tuy, than, rudt va hé
thay do6i cau tric md gan binh thudng  théng than kinh trung wong [3]. Tuy
thanh cac ciu tric ndt tai tao bat thuong  nhién, n6 duoc giai phong vao mau chi
lam suy chirc ndng gan va tang ap luc yéu boi gan [4]. Vai tro cua PCSK9
finh mach ctra [1]. Ndm 2018, xo gan la  trong bénh sinh xo* gan duoc ly giai
thong qua co ché gy ton thuong gan
cia noi doc té Lipopolysaccharide
(LPS) & rudt. LPS c6 thé duoc giai
doc bang viéc hap thu vao té bao qua

trung bai tinh trang xo hoa lan toa va sy

1 trong 10 nguyén nhan hang dau gay tir
vong trén toan thé gidi [2]. Tai Viét
Nam, ty 1€ t&r vong do xo gan ¢ nam gidi
chiém ty 1¢ 44,5/100.000 dan/ndm va LDL-R, két hop véi cac lipoprotein mat
8,6/100.000 dan/nam & nit gidi trong d6 thip hoic rat thdp (LDL va VLDL),
nam 2016 [3]. sau d6, bi thoai bién ¢ lysosome.
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Khi PCSK9 tang biéu hién dan téi giam
LDL-R, tc ché qua trinh khir doc LPS
lam ting ton thuong, xo hoa gan [5].
Bén canh d6, & BN mac bénh gan giai
doan cudi, nong d6 PCSK9 trong huyét
trong dugc quan sat thiy giam rd rét so
v6i nguoi khoe manh [6].

Tai Vi¢t Nam, chua c6 nghién clru
nao vé noéng do PCSK9 huyét twong
trong bénh ly xo gan. Vi vay, chung t61
thuc hi¢n nghién ctru nham: Khdo sdt
méi lién quan gita nong do PCSK9
huyét tuong voi mot s6 dac diém cdn
lam sang & BN xo gan va bude dau tim
hiéu gid tri ciia nong dp PCSK9 huyét
tuwong trong bénh xo gan.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

Nghién ciru trén 40 BN xo gan diéu
tri no1 tra tai Khoa No1 Tiéu héa, Bénh
vién Quan y 103 va 40 nguoi khoé
manh tir thang 4/2023 - 4/2024.

* Tiéu chuan lwa chon: BN duoc
chan doan x4c dinh xo gan khi 1am sang
va can lam sang c6 du 3 hdi ching la:
Ho1 chung suy chirc ndng gan, hoi
ching tang 4p luc tinh mac cua, hoi
chung thay d6i hinh thai gan. Néu
khong du 3 hoi ching trén sé xac chan
xo gan bang Fibroscan (mtrc d6 xo hoa
gan F4).

120

* Tiéu chudn logi trir: Ung thu biéu
mo té bao gan, ung thu gan di can tir cac
co quan khac; nhiém ddc gan do thudc,
hoa chat; khong co bénh 1y tim mach,
huyét khéi dong - tinh mach, dai thao
duong, viém nhiém cép va man tinh,
bénh ly ung thu co quan khac; khong su
dung cac thude trc ché mién dich, chéng
viém, thudc ha lipid mau trudc khi lay
mau xét nghiém; BN khong dong v
tham gia nghién cuu.

* Tiéu chudn lwa chon nhém churng:
Khong c6 tién sir bénh gan (viém gan,
X0 gan) cting nhu cac bénh 1y tim mach,
huyét khdi dong - tinh mach, r6i loan
chuyén hoéa lipid mau, dai thao duong,
ung thu cic co quan, viém nhiém cip
tinh; kham lam sang khong phat hi¢n
cac triéu chung bénh gan, bénh tim,
huyét khdi dong - tinh mach, dai théo
duong, rdi loan chuyén héa, ung thu cac
co quan, khong mic cac bénh viém
nhiém cép hodc man tinh; xét nghiém
enzym gan (AST, ALT), céc chi s6 lipid
mau, chic nang than, glucose mau
trong gidi han binh thudng, si€u am
6 bung khong phat hién bénh 1y bét
thuong.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ciru
mo ta cat ngang c6 so sanh v4i nhom
ching.

* Phirong phdp chon c¢& mdu: C3§
mau thuén tién.
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* Cong cu nghién cuu va ky thudt thu
thap thong tin:

BN duogc chon vao nghién ctru s€
dugc kham 1am sang va chi dinh cac xét
nghiém can thiét dé chan doan xac dinh
X0 gan.

Dinh lugng PCSK9 huyét twong:
BN nhin in sang, ldy 2mL mau tinh
mach cho vao 6ng nghiém EDTA K2
dem li tdm 6.000 vong/phtt trong 5 phut
roi tach 1y huyét twong. Cac 6ng
nghiém c6 mi sb riéng, bao quan trong
ti lanh -80°C (tai Khoa Y hoc Quén
binh ching, Hoc vién Quan y). Cac mau
s& duoc 1ay ra khoi ti lanh va rd dong
trong vong 2 gid truée khi tién hanh
dinh lugng PCSK9. Xét nghiém PCSK9
huyét twong dua trén k¥ thuat dinh

luong hap thu mién dich gan enzyme
kiéu sandwich trén may ELISA Thermo
scientific, st dung bo KIT Duoset
ELISA PCSKO cua hing R&D san xuét
tai My.

* Xir Iy s6 liéu: St dung phan mém
thong ké y hoc SPSS 20.0.

3. Pao dirc nghién ciru

Nghién ctru dam bao tuan theo cac
nguyén tic vé y dirc. Pbi tuong nghién
ctru dugc giai thich vé muc dich, quy
trinh va dong y tham gia nghién ciru.
Moi thong tin cia BN duogc bao mat va
chi nham phuc vu nghién ctru. S6 liéu
trong nghién ctru dugc Bénh vién Quan
y 103 cho phép sir dung va cong bb.
Nhém tac gia cam két khong c6 xung

dot lo1 ich trong nghién ctru nay.

KET QUA NGHIEN CU'U

Bang 1. Bac diém tudi va gidi tinh cua cac doi tuong nghién ctru.

Doi twgng S6lwgng Nam Nir Ty 1§ Tuéi trung binh
nghién ciru (n) (m) (n) nam/nir (X = SD)
Xo gan 40 33 7 4,71 57,8 £11,3 (32 - 85)
Nguoi khée manh 40 20 20 1,0/1 54,9+ 9,8 (37 - 74)
Tong s6 80 53 27 201  564+10,6 (32 - 85)

Tubi trung binh cua nhom BN xo gan 1a 57,8 £11,3; s6 BN nam nhiéu hon BN

nit voi ty 1€ nam/ntr 1a 4,7/1.
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Bang 2. M6i tuong quan gitta ndng d6 PCSK9 huyét tuong

v mot sO chi s xét nghiém mau va chirc nang gan ¢ BN xo gan (n = 40).

Cic bién twong quan H¢ s0 twong quan (r) p
Tudi 0,118 0,469
Albumin (g/L) 0,231 0,151
Bilirubin TP (umol/L) -0,314 0,049
Ty 1€ Prothrombin (%) 0,458 0,003
AST (U/L) -0,286 0,074
ALT (U/L) -0,038 0,815
Piém Child - Pugh -0,263 0,102
Tiéu cau -0,019 0,909

(Kiém dinh Correlate Bivariate hé so twong quan Spearman)

BN xo0 gan c¢6 nong do PCSK9 c6 mdi twong quan nghich mirc d6 vira véi
bilirubin TP, hé sb twong quan r = -0,314, p < 0,05 va tuwong quan thuin mutc do

vira voi ty 18 prothrombin, hé sé twong quan r = 0,458, p < 0,01.

Bang 3. So sanh gia tri nong d6 PCSK9 huyét twong gitra hai nhém nghién ciru.

Nong @ PCSK9 Xo gan Khde manh
(ng/mL) (n = 40) (n = 40) P
Trung vi 100,0 144,8
0,001
(Q1-Q3) (68,1 -150,9) (111,9 - 176,9)

(Kiém dinh Mann-Whitney U)

Trung vi ndng d6 PCSK9 huyét twong nhoém xo gan (100,0 ng/mL) thdp hon
nhom ching khée manh (144,8 ng/mL), p = 0,001.
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Bang 4. Gi4 tri ciia nong d6 PCSK9 huyét twong trong chan doan xo gan
(so vo1 nhém chirng).

Chiss Diem AUC Se (%) Sp(%) PPV(%) NPV(%)

cit  (95%CI) ) SR ° o P
Nong do 0.72
PCSK9 103,45 : : 85,0 78,6 654 0,001
(ag/ml) (0,61 - 0,83)

Nong d6 PCSK9 huyét twong c6 gié tri chan doan xo gan (nhém ching) & murc
trung binh voi AUC 14 0,72 (0,61 - 0,83). Tai diém cat 103,45 ng/mL, Se = 55,0%,
Sp = 85,0%, PPV = 78,6%, NPV = 65,4%, p = 0,001.

ROC Curve
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Biéu dd 1. Puong cong ROC ciia PCSK9 trong chan doan
X0 gan so v&i nhom chung.

BAN LUAN
Nghién ctru cua chung t61 khdo sat
trén 40 BN xo gan, do tudi trung binh 1a
56,4 = 10,6; ty 1€ nam/nir 1a 4,7/1.
Nguyén nhian BN nam bi xo gan nhiéu
hon BN nif c6 thé do nam gidi lam dung

ruou nhiéu hon nit gi61 va ruou la mot
trong nhitng nguyén nhan gy xo gan.
Két qua nay twong duong véi két qua
nghién ctu cua VO Duy Thong va CS
(2021): Do tudi trung binh ciia BN xo
gan 1a 54,31 + 12,66, tudi ciia BN xo
gan > 40 chiém 88,3% [7].
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Nong d6 PCSK9 huyét tuong trén
BN xo gan c6 mbi twong quan nghich
mtc do vira v6i bilirubin TP, h¢ s6
twong quan r = -0,314, p < 0,05 va
tuong quan thuan mtrc do vira véi ty 1€
prothrombin, hé sd twong quan r =
0,458, p < 0,01. Két qua nay phu hop
v6i két qua nghién ctru cua Valentin
Schlegel va CS (2017) cho thay PCSK9
huyét thanh ¢6 mdi twong quan 4m tinh
v6i bilirubin TP [6]. Két qua nay hoan
toan phu hop vdéi nhiing nghién ciu
trude ddy vé ngudn gdc va chic ning
cua PCSKO9 [5].

Két qua nghién ciru nay cho thiy
trung vi nong d6 PCSK9 huyét twong
ciia nhom xo gan (100,0 ng/mL) thap
hon nhém chung (144,8 ng/mL), p <
0,001. Két qua nay twong d6i phu hop
voi nghién ctu cua Susanne F va CS
(2021) nghién cuu trén 38 BN xo gan
cling cho thidy nong d6 PCSK9 huyét
twong & BN xo gan thip hon so voi
nhitrng nguoi khde manh [8]. Vai tro ctua
PCSK9 trong bénh sinh xo gan dugc ly
giai thong qua co ché gay ton thuong
gan cua ndi doc td LPS & rudt. Toén
thuong gan cdp tinh va man tinh dan
dén hau qua tang tinh thiAm thanh rudt,
LPS di vao gan qua tinh mach ctra, kich
hoat cac thu thé mién dich & t& bao
Kupffer, giai phong yéu t6 hoai tir u
TNF-o, IL-1B va mdt s6 cytokine tién
viém khéc dé thic dy viém gan va xo
hoa gan [5]. Két qua nay gop phan lam
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sang t6 hon vé méi lién quan cia suy
giam chirc nang gan & BN xo gan va su
suy giam ndng d6 PCSK9 & nhitng BN
nay. Mat khac, chiing t6i ciing tién hanh
phén tich kha nang dy dodn xo gan so
v6i nhom chimg, két qua tir nghién ctru
nay cho thidy nong do PCSK9 huyét
trong c6 gia tri chan doan xo gan voi
nhom chung khoe manh ¢ muc trung
binh véi AUC = 0,72 (95%CI: 0,61 -
0,83). Tai diém cit = 103,45 ng/mL, Se
= 55,0%, Sp = 85,0%, PPV = 78,6%,
NPV = 65,4%, p < 0,001. Piéu nay
budc dau cho thiy tiém ning cta ndng
d6 PCSK9 huyét twong trong vai tro
chan doan xo gan so vé6i ddi tuong
nguoi khoé manh.

KET LUAN

Nong d6 PCSK9 huyét twong c6 mbi
tvong quan nghich véi nong do
bilirubin TP (r = -0,314, p < 0,05),
twong quan thuén véi ty 1¢ prothrombin
(r=0,458,p <0,01).

Trung vi néng d6 PCSK9 huyét
trong nhém xo gan (100,0 ng/mL) thip
hon nhom chung (144,88 ng/mL),
p <0,001.

Nong @6 PCSK9 huyét tuong co gia
trj tham khdo trong chan doan xo gan
(nhoém chirng khée manh) ¢ muc trung
binh véi AUC = 0,72 (0,61 - 0,83). Tai
diém cat = 103,45ng/mL, Se = 55,0%,
Sp = 85,0%, PPV = 78,6%, NPV =
65,4%, p <0,001.
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