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Tém tit

Muc tiéu: Panh gia thay doi s6 luong bach ciu trung tinh (neutrophil - NEU)
trong mot s6 bénh 1y gan man tinh (MT) do nhiém virus viém gan B (HBV).
Phwong phdp nghién ciru: Nghién ciru mo ta cit ngang trén 100 bénh nhan (BN)
ung thu biéu mé té bao gan do nhiém HBV (HCCB), 25 BN xo gan do HBV
(XGB), 25 BN viém gan do HBV (VGB) va 50 ngudi khdée manh (HC) tai Bénh
vién Quan y 103 va Bénh vién Trung wvong Quan do1 108 tur thang 5/2024 - 5/2025.
Két qud: Chi s6 NEU giam ¢ cac BN VGB va XGB, ting & BN HCCB
(p = 0,0045). BN HCCB c¢6 s6 luong NEU cao hon véi cac quan thé con lai
(HC + VGB + XGB) véi p = 0,0251. NEU c¢6 y nghia phan biét HCCB véi quan
thé khong HCCB véi AUC = 0,6332, p = 0,0011. Hon nira, trong quan thé VGB +
XGB + HCCB, nhom HCCB c¢6 chi sé6 NEU cao hon so v6i phan con lai
(p <0,0001). NEU c6 gia tri cao trong phan biét HCCB vé6i quan thé XGB + VGB,
v6i AUC = 0,9058, p < 0,0001. Tai ngudng ct téi wvu, NEU > 4,510, NEU c6 do
nhay (Se) 1a 90% va do dac hi¢u (Sp) 1a 82% trong phan bi¢t HCCB va VGB +
XGB. Két Iugn: NEU giam trong VGB, XGB va ting & BN HCCB. Chi s6 c6 gia
tri cao trong phan bi¢t HCCB v61 VGB + XGB, 1a ing ctr vién sang trong sang loc
phat hién sém HCCB & BN c6 bénh gan do nhiém HBV MT.
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STUDY ON THE ALTERATION OF NEUTROPHIL COUNTS IN
PERIPHERAL BLOOD AMONG HEPATITIS B VIRUS-RELATED
CHRONIC LIVER DISEASES

Abstract

Objectives: To evaluate the changes of neutrophil (NEU) across different
hepatitis B virus (HBV)-related chronic liver diseases. Methods: A cross-sectional
descriptive study was conducted on 100 patients with HBV-related hepatocellular
carcinoma (HCCB), 25 patients with HBV-related chronic hepatitis (CHB), 25
patients with HBV-related liver cirrhosis (LCB), and 50 healthy individuals (HC)
at Military Hospital 103 and 108 Military Central Hospital from 5/2024 - 5/2025.
Results: The NEU number was reduced in patients with CHB and LCB but
significantly elevated in those with HCCB (p = 0.0045). NEU counts were higher
in the HCCB, compared to other non-HCCB populations (HC + CHB + LCB), p =
0.0251. NEU discriminated HCCB from above non-HCCB individuals with AUC
=0.6332 (p = 0.0011). Moreover, within the chronic HBV-related disease (CHB
+ LCB + HCCB), the HCCB group showed significantly higher NEU, compared
to the others (p < 0.0001). NEU distinguished HCCB from CHB and LCB, with
AUC = 0.9058 (p < 0.0001). At the optimal cut-off value of NEU > 4.510, the
marker achieved the sensitivity of 90% and the specificity of 82% in distinguishing
HCCB from CHB and LCB. Conclusion: NEU counts are decreased in CHB and
LCB but elevated in patients with HCCB. NEU demonstrates high diagnostic value
in distinguishing HCCB from CHB and LCB, making it a promising candidate
biomarker for early HCCB screening in individuals with chronic HBV-related

liver diseases.

Keywords: HBV-related hepatocellular carcinoma; Hepatitis B virus;

HBV-related hepatitis; Liver cirrhosis; Neutrophil counts.
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PAT VAN PE

Nhiém HBV la van dé sitrc khoe
cong ddng nghiém trong trén toan thé
gi¢i. Nhiém HBV giy ra khodng
786.000 ca tir vong, trong do6 co
312.000 cai chét do xo gan nhiém HBV
(LCB) va 341.000 cai chét do ung thu
biéu mo té bao gan nguyén phat (HCC)
nhiém HBV (HCCB) [1]. CHB tién
trién dén LCB va/hoic HCCB la céc
két qua pho bién ¢ cac BN nhiém HBV
MT. Co6 khoang 15 - 40% nhirng nguoi
nhiém HBV MT s& phat trién thanh
LCB hodc HCCB, va tir vong xay ra ¢
khoang 15 - 25% [1]. Nhiém HBV MT
la tdc nhan gay ra 56% cac truong hop
mic HCC néi chung [1]. Khong phai
tit ca cac BN LCB déu tién trién thanh
HCCB nhung hiém c¢6 BN HCCB ma
khong c6 xo gan, goi y rang hau hét BN
HCCB déu phat trién trén nén xo gan.
So v6i LCB, cac BN HCCB c¢6 tién
luong x4u hon rat nhiéu. Cu thé, cac
BN HCCB ¢6 ty 1& song sau 1-, 2-, 3-,
5- nam phat hién bénh 1a khoang
49,3%, 35,3%, 26,6%, va 19,5% va
thoi gian song trung binh khoang 8
thang [2]. Trong khi, thoi gian sbng
trung binh ciia BN xo gan con bu la
khoang 9 - 12 nim va xo gan mat bu 1a
khoang 2 nam [3]. Do d6, can phat hién
som HCCB, dac biét 1a sang loc phat
hién sém HCCB trén quén thé nguy co
cao 1a nhiém HBV MT.
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Co ché bénh 1y trong bénh gan do
nhiém HBV rét phiic tap, bao gom sy
nhan 1én va giai phong doc td cua virus
giy ton thuong va hoai tir té bao gan ctia
virus; dap ung mién dich va viém gay
ton thyong trong gan; va lang dong
protein trong nhu mo6 gan [4]. Hau qua
din dén tinh trang viém gan, xo hoa
gan, ddo nguoc ciia cdu tric gan va suy
yéu chirc ning gan [4]. Ngoai ra,
CHBMT bao g@)m sy tuong tac cua hé
thong mién dich giita vt chi voi virus,
giy ra sy r6i loan dap ing mién dich
bam sinh va méc phai, su thay ddi cac
té bao mién dich [5], trong d6 c6 céc chi
s0 viém trong mau ngoai vi. Chi s6 NLR
c6 kha nang phan bi¢t HCC va nhom
chung voi dién tich AUC = 0,71 (0,61 -
0,79), p < 0,05 [6]. Bach ciu da nhan
trung tinh 1a loai té bao bach cau hat phé
bién nhét, c6 vai tro then chdt trong dap
mg viém cap tinh [7]. Chtic ning cd
dién cua NEU la chién binh di dong cta
h¢ mién dich bdm sinh, chiu trach
nhiém cho cac dap ung mién dich tirc
thi chong lai cac tac nhan xam nhap [7].
Gan day, r6i loan chuc nang va sy mét
can bang ctia NEU dugc bao cdo 1a c6
lién quan dén bénh sinh cua nhiéu bénh,
nhu ung thu va cac rdi loan viém [7].
Nghién ctru trude day cua chung to1 da
chi ra sy ting NEU trong ung thu da day
[8]. Vi vay, nghién ctru dugc thuc hién
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nham: Phdn tich sw bién doi cia NEU
trong cdc bénh 1y gan MT do nhiém
HBYV va déanh gid gid tri chan dodn
HCCB cua NEU.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

Nghién ctru tién hanh trén 04 nhom
nghién ctru. Nhom ching (HC) bao
gém 50 ngudi khoe manh, dén Bénh
vién Quan y 103 dé kiém tra sirc khoe
dinh ky va khong phat hién bat thuong,
bénh 1y sau kham bénh. Nhém chung
bénh CHB bao gém 25 BN CHB MT.
Nhom chimg bénh LCB bao gom 25 BN
xo gan ¢6 nhiém HBV MT. Cac BN
thudc hai nhom bénh khong cé cac dau
hiéu ctia viém, nhiém trung hay bénh 1y
cap tinh khac. Nhom bénh bao gom 100
BN HCCB c¢6 nhiém HBV MT. Cac dbi
tugng tham gia dwgc giai thich vé muc
tiéu cua nghién clru va tu nguyén gia
nghién ctru.

2. Phuwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
mo ta cit ngang.

* Thu thdp sé liéu: SO lidu dugce thu
thap tr phan mém quan 1y Bénh vién va
bénh 4n luu trit. SO luong NEU duogc

dém trén mdy xét nghiém huyét hoc

tu dong SYSMEX XN1000 (Beckman
Coulter, Hoa KV). Su chinh xac cua
cac chi sd trén duoc kiém soat bang
ngoai kiém hang thang va noi kiém
hang ngay.

* Xuir Iy 56 liéu: St dyng pham mém
GraphPad Prism va STATA phién ban
18,0. Su khac biét vé sb lugng NEU
gita hai nhém dugc phan tich bang
Man-Whitney, gitta > 3 nhoém duoc
phan tich bang Kruskal Wallis. Gi4 tri
phan biét dugc phan tich dién tich dudi
duong cong AUC, Se va Sp. Cong thirc
tinh chi s6 Youden: Chi s6 Younden =
Se+ Sp -1. Ngudng cat toi uu 1a ngudng
ctia chi s6 nghién ciru ¢ gia tri Youden
cao nhat. Su khéc biét duoc coi 1a ¢6 v
nghia thdng ké néu p < 0,05 (* p < 0,05;
*¥ p < 0,01; *F* p < 0,001; *wek
p <0,0001).

3. Pao dirc nghién ciru

Nghién ctru dugc thong qua Hoi
dff)ng Pao duc Bénh vién Quan y 103 )
89/HPbDbD ngay 18/08/2024 va thuc
hién theo dung quy dinh cta don vi. S6
liéu dugc Bénh vién Quan y 103 cho
phép str dung va cong bd. Nhom tac gia
d3 kiém tra, ddng ¥ v6i ban thao va cam
két khong c6 xung dot loi ich trong
nghién ctru.
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KET QUA NGHIEN CUU
1. Bién d6i s6 lwong bach ciu doan trung tinh & BN bénh gan MT
nhiém HBV
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Hinh 1. Bién d6i NEU ¢ mét s6 bénh gan MT ¢6 nhiém HBV MT.

Phén tich su khac biét cta sd lugng NEU gitta cac nhém nghién ctru chi ra sy
khac biét c6 y nghia thong ké giita cac nhom (Hinh 1). SO luong NEU ¢6 xu huéng
giam dan tir nhém HC sang nhém CHB va LCB, va ting 1én & nhém HCCB. S6 luong
NEU ctia nhém HCCB cao hon ¢6 ¥ nghia thong ké so véi nhom CHB (Hinh 14).
Tiép theo, chiing t6i so sanh s6 luong NEU giita nhém HCCB va nhom khong HCCB
(bao gdbm HC + CHB + LCB). Két qué chi ra rang, s lugng NEU & BN HCCB
cao hon c6 ¥y nghia théng ké so voi nhom khong HCCB (p = 0,0251, Hinh 1B).
Hon nita, két qua phan tich chi ra sy tang 1én dang ké cta chi s6 NEU ¢ cac BN
HCCB so véi nhom CHB + LCB (p < 0,0001, Hinh 1C). Bén canh do, ching t61
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cling phan tich sy khac biét cta chi s6 NEU gitta cac giai doan cia HCCB. Chi s6
NEU ting lén ¢ giai doan C nhung lai c6 xu huéng giam xudng & giai doan D. Nhur
vay, NEU tang Ién & BN HCCB so v61 nhom khong HCCB va nhém CHB + LCB.

2. S6 lwgng bach ciu doan trung tinh c¢é y nghia phin bi¢t HCCB va
khong HCCB

NEU: HCCB va non-HCCB

D§ nhay (%)
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Hinh 2. Gia tri cia NEU trong phan bi¢t HCCB va khong HCCB.

Dé danh gia gia trj cta chi sé NEU trong phat hién HCCB, chiing t6i phan tich
duong cong ROC phén biét quan thé HCCB va khong HCCB, bao gdm nhom
chtng (HC) + chtng bénh (CHB+LCB). Két qua cia chung t6i chi ra chi s6 NEU
co gia tri phan biét HCCB va nhom khong HCCB, voi gia tri dudi duong cong
AUC=0,6332, p=0,0011 (Hinh 2).

Bang 1. Se va Sp trong phan biét HCCB va khong HCCB theo cic ngudng cit.

Ngudng cit Se (%) Sp (%)
NEU Trung binh 95%CI Trung binh 95%CI
>3,715 60 50,20 - 69,06 55 45,24 - 64,39
> 3,804 58 48,21 - 67,20 57 47,22 - 66,27
> 3,895 57 47,22 - 66,27 61 51,20 - 69,98

AUC =0,6332,p=0,0011

Tai cac nguong cat khac nhau 1a > 3,715, > 3,804 va > 3,895, NEU c6 Se va Sp
tuong Uing la 60% va 55%, 58% va 57%, 57% va 61% (Bang I). Nhu vay, chi )
NEU c6 kha niang phan biét duoc HCCB va khong HCCB (cac ddi tuong HC +
CHB + LCB).

137



TAP CHI Y DUQC HQC QUAN SU SO 7 - 2025

3. S6 lwong bach ciu doan trung tinh c6 y nghia phan biét bénh gan MT
nhiém HBV (CHB + LCB) va HCCB

NEU: CHB+LCB va HCCB

D9 nhay (%)
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Hinh 3. Gia tri cua NEU trong phan biét bénh gan MT
nhiém HBV (CHB + LCB) va HCCB.

Pé danh gia gi4 tri ctia chi s6 NEU trong phat hién HCCB trong quan thé co
bénh gan MT do nhiém HBV, chiing toi thuc hién phan tich duong cong ROC.
Chung t6i so sanh gia tri NEU gitra nhom HCCB va nhom CHB+LCB. Két qua
cua chung t6i chi ra chi s6 NEU ¢6 gia tri phan bi¢t HCCB va nhém CHB + LCB,
voi gia tri dudi duong cong AUC = 0,9058, p < 0,0001 (Hinh 3).

Bang 2. Se va Sp cua NEU trong phan biét bénh gan MT
nhiém HBV (CHB + LCB) va HCCB theo cac ngudng cit.

Ngudng cit Se (%) Sp (%)

NEU Trung binh 95%CI Trung binh 95%Cl1
>4.250 92 85,00 - 95,89 76 62,59 - 85,70
>4,510 90 82,56 - 94,48 82 69,20 - 90,23
> 5,205 74 64,63 - 81,60 88 76,20 - 94,38

AUC =0,9058, p <0,0001

Phén tich Se va Sp cua chi sd tai cac ngudng cit khac nhau (Bdng 2). Ap dung
ngudng cit > 4,250, Se va Sp ciia NEU 1a 92% va 76%. Tai ngudng cit > 4,510,
chi s6 NEU c¢6 Se va Sp tuong tng 13 90% va 82%. Khi 1dy ngudng cit > 5,205,
NEU c6 Se va Sp tuong tng 74% va 88%. Nhu vay, chi sé NEU c6 gia tri cao
trong phan biét HCCB va nhom céc bénh gan MT do nhiém HBV khic nhu CHB
va LCB.
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4. Xac dinh ngudong cit tdi wu ciia s6 lrong bach ciu doan trung tinh trong
phan biét bénh gan MT c6 nhiém HBV (CHB + LCB) va HCCB c6 nhiém

HBV MT

Bang 3. Gi4 tri ngudng cat t6i wu va AUC cia
NEU trong phan bi¢t HCCB va CHB+LCB.

Ngudng cit Se (%) Sp (%) Chi sb
NEU TB 95%CI TB 95%CI Youden
>4510 90 82,56 -94,48 82 69,20 -90,23 0,72

AUC =0,9058, p <0,0001

(TB: Trung binh)

Tiép theo, nhim x4c dinh ngudng cit tdi wu trong phan biét HCCB va cac bénh
gan MT khac c6 nhiém HBV MT (CHB + LCB), ching t6i tinh chi s6 Youden =
Se + Sp - 1. Chi s6 Youden cao nhat thu duoc 1a 0,72. Ngudng cét tdi uu dé phan
biét HCCB va CHB + LCB 1a NEU > 4,510 (Bdng 3). Tai ngudng cit ti wu dugc
xac dinh, NEU c6 Se (90%) va Sp (82%) trong phan bi¢t HCCB va CHB + LCB.

BAN LUAN

Maic du da c¢6 vaccin phong bénh dac
hiéu, nhung nhiém HBV van dang la
ganh ning vy té trén toan thé gidi. Trong
d6, khoang 15 - 40% nguoi nhiém HBV
MT s& phat trién thanh LCB va/hoic
HCCB. CHB MT tién trién thanh LCB
hodc HCCB. Trong khi do, tién luong
cia BN HCCB x4u hon dang ké so véi
BN LCB vé6i thoi gian séng trung binh
la 8 thang cia BN HCCB so v61 2 - 12
nam ciua BN LCB [2, 3]. Hon ntra, tién
luong cua BN HCCB phu thudc giai
doan phat hi¢n bénh. Vi vay, can co chi
s6 sang loc co y nghia dé phat hién som
HCCB, dac biét la trén cac BN co
LCB MT.

Bach cau trung tinh 1a phan loai bach
cau pho bién nhat, chiém toi 40 - 70%
tong s6 bach cau, voi doi séng ngan (4 -
18 gi0) va dugc sinh méi lién tyc tu tuy
xuong. Tuy nhién, doi song ciia NEU
dugc bao cao 1a dai hon dang ké dén
hon nim ngay trong khdi u [7]. Trude
day, NEU don thuan duoc xem 14 vii khi
nhanh va budc ddu cua hé théng mién
dich chéng lai tdc nhan ngoai lai va
viém cap tinh, giam NEU la dau hiéu
ctia suy giam mién dich [1, 7]. Két qua
nghién ctru nay chi ra sy giam NEU &
nhitg BN CHB va LCB. Pong thoi, chi
s6 NEU ting 1én & cac BN HCCB. Chi
s NEU ¢ BN HCCB cao hon co y
nghia thong ké so vdi nhom LCB, LCB
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+ CHB va nhom HC + CHB + LCB.
Tic 1a cac BN HCCB c6 chi s6 NEU
cao hon c6 y nghia thong ké so véi cac
quan thé nghién ciru khac. Két qua nay
phu hop voi cac bao cao vé su gia ting
cua NEU trong bénh canh ung thu noi
chung [7]. Su ting NEU c6 thé lién
quan dén tang doi song ciia NEU trong
khdi u cing nhu vai tro cia NEU trong
trc ché mién dich [7]. Nhu vay, tién trién
cua bénh gan do HBV c6 su suy gidm
mién dich (giam NEU), nhung su ung
thu hoa (xuét hién cua HCCB) lai tang
NEU, phu hop véi vai trd e ché/trén
thoat mién dich van thiy trong ung thu.

Chung t61 phan tich gia tri cia NEU
trong phan biét HCCB véi cac quan thé
khac. Phan tich chi ra rang NEU c¢6 ¥
nghia phan biét HCCB véi cac quan thé
khong HCCB khac bao gobm HC + CHB
+ LCB véi AUC = 0,6332, p = 0,0011.
Mic du, quan thé HCCB trong nghién
ctru cua chung to1 chi gidi han trong ba
nhoém HC, CHB, va LCB, nhung day la
két qua budc dau vé y nghia chan doan
HCCB ctia NEU, chi s6 khong xam lan,
thuan tién sén co & cac tuyén y té ban
dau, va khong phat sinh kinh phi. Bén
canh do, trong phan biét HCCB va
nhom CHB+ LCB, NEU cho gid tri
chdn dodn cao véi AUC = 0,9058,
p < 0,0001. CHB + LCB c6 thé coi 1a
hau qua ctia bat ky BN nao nhiém HBV
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hoat dong c6 ton thuong gan. Mic du,
HCCB khéng xay ra ¢ tit ca BN CHB
hodc LCB, nhung hiém c6 BN HCCB
nao khong c6 xo gan. Cé thé coi, HCCB
1a su xut hién cua té bao gan 4c tinh &
nhitng BN CHB. Trong nghién ctru nay,
trong quan thé bénh gan do nhiém
HBV, NEU la c6 gia tri cao trong nhan
biét sy ung thu hoa/sy xuit hién cia
HCCB v6i Se va Sp cao.

Két qua chi ra sy giam NEU & BN
CHB va LCB, nhung tang NEU ¢ BN
HCCB goi ¥ su suy gidm mién dich
chéng virus ngoai lai trong CHB + LCB
cling nhu su trén thoat mién dich trong
HCCB. Chi s6 NEU c6 gia trj phan biét
HCCB vo6i1 cac nhom con lai véi gia tri
AUC=0,6332,p=0,0011. Bang chu y,
trong quan thé BN méc bénh gan do
HBV, NEU c6 gia tri phan bié¢t HCCB
v6i quan thé con lai (CHB + LCB) véi
AUC = 10,9058, p < 0,0001.

KET LUAN

Chi s6 NEU giam & BN CHB va
LCB, nhung tang ¢ BN HCCB. NEU c6
gia tri cao trong phan biét HCCB voi
cac bénh gan MT do nhiém HBV nhu
CHB va LCB. Pay la chi s6 khong xam
14n, chi phi thap, trién khai thuan tién va
c6 ¥ nghia trong chan doan sém HCCB,
dic biét & quan thé NB mac bénh gan
MT do HBV.
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