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Gia tri chan doan va tién lwong mirc d suy gan ciia nong
do interleukin-6 huyét twong & bénh nhan xo gan

Change of serum interleukin-6 level in patients with cirrhosis

Pao Pirc Tién*, Nguyén Dinh Viét**, *Bénh vién Quany 175,
Dwong Quang Huy** **Bénh vien Qudan y 103
Tom tat

Muc tiéu: Xac dinh gia tri cia interleukin-6 (IL-6) huyét twong trong chan doan va tién lwvong
murc d6 suy gan & bénh nhan xo gan. Déi tuong va phuong phéap: Tién clru, md ta cat ngang 60
bénh nhan xo gan va 30 nguwdi khde manh dwgc xét nghiém IL-6 mau Iuc déi theo phwong phap
hap thu mién dich gan enzyme tai Khoa Noi tiéu hoa - Bénh vién Quan y 103. Két qué: Trung vi
ndng do IL-6 huyét twong & bénh nhan xo gan la 7,79pg/mL, cao hon cé y nghia so v&i chi sb
twong &ng & nhém chirng 6,68pg/mL, p<0,001. Néng do6 IL-6 huyét thanh cé gia tri chan doan xo
gan vé&i AUC = 0,85 (95% Cl: 0,76 - 0,93). Néng do IL-6 huyét twong cé twong quan thuan mirc
do vira v&i diém Child-Pugh (r = 0,34, p=0,009) va c6 gia tri dw bao mirc dd suy gan Child-Pugh
B/C vo&i AUC = 0,69 (95% CI: 0,54 - 0,83), tai diém cét 7,46pg/mL co d6 nhay 91,7%; do dac hidu
45,8%. Két luan: IL-6 huyét twong co gia tri chan doan xo gan va tién lwgng mirc dé suy gan theo
thang diém Child-Pugh.

Ttr khéa: Interleukin-6, xo gan, Child-Pugh.

Summary

Objective: To evaluate Interleukin (IL)-6 in prediction cirrhosis and its severity. Subject and
method: A prospective, cross-sectional descriptive study carried out on 60 patients with cirrhosis
and 30 control healthy subjects in Digestive Department of 103 Military Hospital. IL-6
concentration in plasma was determined by Enzyme-Linked ImmunoSorbent Assay (ELISA).
Result: Median plasma IL-6 levels in patients with cirrhosis was 7.79pg/mL, significantly higher
than that in control group (6.68pg/mL), p<0.001. IL-6 predicted cirrhosis with AUC of 0.85 (95%
Cl: 0.76 - 0.93). Serum IL-6 levels were significantly positive correlated to Child-Pugh score (r =
0.34, p=0.009). At the cut-off value of 7.46pg/mL, IL-6 had 91.7% sensitivity, 45.8% specificity for
predicting Child-Pugh B/C cirrhosis. Conclusion: The serum IL-6 was a useful biomarker in
detection of cirrhosis and its severity according to Child-Pugh classification.
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1. Dat van dé Xo' gan la hau qua cudi cung cla tén thwong
gan man tinh do nhiéu nguy&n nhan, mét bénh ly
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d&c trwng béi sw hinh thanh td chirc xo va nét
tan tao lan téda khap céac tiéu thuy gan, ddo 16n
cu trac tiéu thiy va mach mau gan [1]. Co ché
bénh sinh cta nhitng tn thwong nay rat phic
tap, bao gébm tac déng cua yéu td nguyén nhan,
stress oxy hoa, thiéu hut glutathione,... trong do
nhiéu nghién clu chi ra vai trd quan trong cla
hoat hda dap (rng mién dich badm sinh, tao ra
cytokines nhw interleukin (IL)-1a, yéu t6 hoai t&r u
TNF... cung v&i hé bd thé, lipopolysaccharide
(LPS) Ia nhirng yéu t6 khéi phat tén thwong té bao
gan, kich thich sinh xo, duy tri phan &ng viém va
tlr d6 thdc day bénh gan tién trién. Bén canh do, té
bao Kuffer va t& bao gan cling san xuét ra
cytokines co6 tac dung bdo vé, kich thich tai tao
gan (IL-6, IL-22) cling nhw cytokines chéng viém
(IL-10, adiponectin) d& han ché tén thwong gan
[6].

IL-6 la mot cytokine dwoc san xuat chinh
bdi té bao gan va mdt sd té bao khac nhw
lympho bao B, T hoat héa, dai thwc bao, bach
cau mono,... Tai gan, IL-6 gan véi thu thé dac
hiéu trén mang té bao gan, té bao Kuffer,... tr d6
kich hoat con dwdng truyén tin hiéu JAK3/STAT3
dé tao ra dap &ng sinh hoc tich cwe gitp han ché
tdn thwong gan, tang tai tao t& bao gan, ngén
chan chét té bao theo chwong trinh va gidm xo
hoa gan. Nhiéu nghién ctru thyc hién trén bénh
nhan bénh gan man tinh n6i chung va xo gan noi
riéng da ghi nhan ndng do IL-6 huyét twong ting
cao la thé hién dap &ng cua co thé dbi véi cac
tac nhan doc hai va 1a mét trong cac yéu td giup
tién lwogng mirc A bénh gan [4], [8]. Tuy nhién &
Viét Nam hién nay chwa cé nhiéu nghién ctu vé
van dé nay. Vi vay ching t6i tién hanh dé tai voi
muc tiéu: Panh gié gié tri chédn doan va tién
lwong murc d6 suy gan cta ndng dé IL-6 huyét
twrong & bénh nhén xo gan.

2. B6i twong va phwong phap
2.1. Béi twong

G6m 60 bénh nhan xo gan dwoc diéu tri noi
trd tai Khoa Néi Tiéu hoa - Bénh vién Quan y 103
tr thang 6 nam 2019 dén thang 6 nam 2020.
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Chan doan xo gan khi 1am sang va xét nghiém
cé day du 2 hoi ching kinh dién & suy chirc
nang gan va tang ap Iyc tinh mach ctra cung véi
nhirtng thay déi hinh thai gan trén siéu am gan
(1.

Loai khéi nhém nghién ctu cac trwdng hop
xo gan kém ung thw biéu mé t& bao gan; dang
c6 bién chirng nang nhuv xuét huyét tiéu hoa
hodc c6 bénh tim mach, hd hap, khdp, noi tiét di
kém; dang st dung thubc &nh hudng xét nghiém
ndng d6 IL-6...

Nhom ching: 30 ngudi khdée manh, khéng
c6 bénh ly gan mat, ndi tiét, tim mach... c6 phan
bd tudi, gi¢i twong dwong véi nhém bénh.

2.2. Phwong phap

Thiét k& nghién ciru: Tién clru, md ta cat
ngang c6 so sanh v&i nhom chirng.

T4t c& cac bénh nhan chon vao nghién ctru
dwoc kham |am sang va chi dinh cac xét nghiém
can lam sang can thiét d& xac dinh héi chirng
suy chirc nang gan va TALTMC. Phan loai mic
dod xo' gan theo thang diém Child - Pugh (1973).

Binh lwong IL-6 huyét twong: Bénh nhan
nhin &n sang, 1y 5ml mau li tam 6000 vong/phut
trong 5 phut rdi tach 14y 3ml huyét twong. Mi
mau huyét twong c6 ma s riéng, lwu trir trong tu
lanh &m s&u -80°C tai Trung tdm Nghién ctru Y
Dwoc hoc Quan sy - Hoc vién Quan y. Khi da s
lwong mau xét nghiém, cac mau duogc lay khai tu
lanh va ra déng trong vong 2 gid. Tién hanh dinh
lwong IL-6 dwa trén ky thudt xét nghiém dinh
lwong hap thu mién dich gén enzyme kiéu
sandwich trén may ELISA Thermo scientific, st
dung bd kit Human IL-6 ELISA cla hang
Multisciences, Trung Quéc.

X ly va phan tich sé liéu: Bang phan mém
théng ké y hoc SPSS 20.0, vé biéu db trén Excel
2010. Xay dwng duwdng cong ROC (Receiver
Operating Characteristic) va xac dinh dién tich
duwdi dwdng cong (AUC - Area under the curve)
dé tim ra diém céat hop ly v&i dd dac hiéu va do
nhay twong &ng (diém cat 1a diém ma tai d6 gia
tri J 1&6n nhat v&i J = do nhay + dé dac hiéu - 1).
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Vi diém cat tim dwoc, st dung badng 2x2 dé xac  tién doan dwong (PPV) va gia trj tién doan am
dinh lai d0 nhay (Se), d6 dac hiéu (Sp), gia tri (NPV).

3. Két qua
Bang 1. Mot s6 dic diém nhém nghién clru va nhém chirng
o Nhém ching (n = 30) Nhém nghién ctru (n =
Tubi, gioi 60) p
S6 lwong Tylé% | Sélwong Ty 1é %
. Nam 24 80,0 53 88,3
Gioi — >0,05
N 6 20,0 7 11,7
Tudi trung binh (ndm) 49,5+ 3,8 52,8 + 10,4 >0,05
o Child-Pugh A i 13 21,7
g"a“: do suy Child-Pugh B - 28 46,7 ]
Child-Pugh C - 19 31,6
Diém Child-Pugh TB - 88+24 -

Nhén xét: 88,3% bénh nhan xo' gan trong nghién ctu la nam gi&i véi tudi trung binh la 52,8 +
10,4 nam. Khéng c6 sw khac biét vé tudi trung binh ctia nhém bénh nhan nghién ctru va nhém
chirng, p>0,05. Mrc dd suy chirc nang gan chiém da sb la Child-Pugh B va C (78,3%) vé&i diém
Child-Pugh trung binh |a 8,8 + 2,4.

Bang 2. Bién d6i nong do IL-6 huyét twong & bénh nhan xo’ gan so vé&i nhém chirng

IL-6 huyét twong Nhém chirng (n = 30) Nhém xo gan (n = 60) o]
Median (Q1-Q3) 6,68 (6,39 - 7,00) 7,79 (7,11 - 8,83) <0,001

Trung vi ndng d6 IL-6 huyét twong & nhém bénh nhan xo gan 1a 7,79pg/mL, cao hon rd so véi
trung vi ndng d6 IL-6 & nhém chirng 1a 6,68pg/mL, p<0,001.

Bang 3. Gia tri chan doan xo’ gan cua IL-6 so v&i nhém chirng

Diém cét Se Sp PPV NPV AUC (95% CI) p
IL-6 6,93 83,30 76,70 87,72 69,70 0,85 (0,76 - 0,93) <0,001

Noéng d6 IL-6 huyét thanh cé gia tri chan doan xo gan & muc tbt véi AUC la 0,85 (95% Cl:
0,76 - 0,93). Tai diém cét 6,93pg/mL, chan doan xo gan so v&i nhédm chirng c6 d6 nhay la 83,3%, d6
dac hiéu 76,7%; gia tri tién doan dwong 87,7% va gia tri tién doan am la 69,7%.
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Biéu dd 1. Pwdng cong ROC cla IL-6 trong chan doan xo' gan so v&i nhém chirng

Bang 4. Méi lién quan giira néng do IL-6 huyét twong véi mire do xo gan theo thang diém

Child-Pugh
i . Nong d6 IL-6 huyét twon /mL
Mdre do xo gan ’ Median);Q1 . Qs‘;l (poim™) P
Child-Pugh A 6,93 (6,49 - 7,48) Pa5<0,001
Child-Pugh B 8,22 (7,45 - 9,08) Pb--=0,84
Child-Pugh C 8,16 (7,03 - 9,27) Pc-2<0,001
Diém Child-Pugh 0,34 0,009

Trung vi ndng dd IL-6 huyét twong & phan nhém xo gan Child-Pugh B/C cao hon rd so véi
chi sb twong (rng & phan nhém xo gan Child-Pugh A (p<0,001). C6 mébi twong quan thuan gitra ndng
d6 IL-6 v&i diém Child-Pugh (r = 0,34, p=0,009).

Bang 5. Gia tri chan doan mirc d6 suy gan Child-Pugh B/C cua IL-6

Piém cat

Se

Sp PPV NPV

AUC (95% Cl)

p

IL-6 7,46

91,70

45,80 64,86 26,09

0,69 (0,54 - 0,83)

0,04

Néng d6 IL-6 huyét thanh cé gia tri chan doan mlrc d suy gan Child-Pugh B/C & murc trung
binh v&i AUC 14 0,69 (95% Cl: 0,54 - 0,83). Tai diém cét 7,46pg/mL, chin doan mirc dé suy gan ndng
c6 db nhay 91,70%, dé dac hiéu 45,80%; gia tri tién doan dwong 64,86% va gia tri tién doan am la

26,09%, p=0,05.

19




TAP CHi Y DUQC LAM SANG 108

Tap 16 - S6 1/2021

ROC Curve

0

061

Sensitivity

04

02

00 T T
00 02 04

T T
06 08 10

1 - Specificity

Biéu dd 2. Pudng cong ROC cua IL-6 trong chan doan mic dd suy gan Child-Pugh B/C

4. Ban luan

4.1. Gia tri nébng d6 IL-6 huyét twong &
bénh nhén xo’ gan

Trung vi ndéng d6 IL-6 huyét twong & nhém
bénh nhan xo gan la 7,79pg/mL, cao hon ré so
véi trung vi ndbng d6 IL-6 & nhém ching la
6,68pg/mL, p<0,001. K&t qua nay phu hop voi
hau hét cac két qua nghién ciu trwdc day vé
ndng do IL-6 huyét twong & bénh nhan xo gan
nhuw nghién clru cla Zuwata-Jagietto J va cong
sy (2011) ghi nhan ndng d6 IL-6 & 30 nguoi
khée manh la 6,99 + 0,98pg/mL, thép hon so v&i
néng do twong (ng & nhém xo gan con bu |a
7,41 + 1,04pg/mL va nhém xo gan méat bu la
10,25 £ 1,25pg/mL, p<0,05 [10], hay mdt nghién
ctu ndm 2019 cua El-Atty EAA va cong sw, ndng
dd IL-6 & nhém xo gan ting rat cao 85,57 =
54,24 so v&i 44,63 + 43,08pg/mL & nhém chirng
(p<0,001) [2]. Tang ndng dd IL-6 huyét twong &
bénh nhan xo' gan la phan anh dap (rng cta co
thé nham bao vé té bao gan tranh tdn thuwong
trwdc tac dong clia cac nguyén nhan va dap ng
mién dich cla co thé, ddng thdi gitp han ché
qua trinh xo héa gan, gidm tién trién bénh gan
[4], [6].

S&r dung duwong cong ROC dé phan tich
kha ndng chin doan xo gan cla IL-6 so v&i
nhém ching, chung tdi nhan thdy IL-6 huyét
twong c6 kha nang chan doan xo gan véi AUC
= 0,85 (95%Cl: 0,76 - 0,93), tai diém cét IL-6 =

6,93pg/mL cé dd6 nhay 83,3% va ddé dac hiéu
76,7% (p<0,001). Mac du c& mau cla ching
téi chwa I&n, méi chi so v&i nhdm nguwdi khée
manh (khéng dbi chirng véi bénh nhan bénh
gan man chwa xo gan) nhwng két qua nay cho
thay tiém nang cla IL-6 trong vai trd chan doan
X0’ gan.

4.2. Gia tri néng dé IL-6 huyét twong theo
mirc dé xo’ gan

Néng do IL-6 huyét twong c6 mbi twong
quan thuan véi diém Child-Pugh (r = 0,34,
p=0,009), bénh nhan xo gan Child-Pugh B/C co6
trung vi ndng dd IL-6 huyét twong cao hon ré so
v&i chi sb twong (rng & nhém xo gan Child-Pugh
A (p<0,001). Nghién ctru cta Prystupa A va cong
sy (2015) trén 60 bénh nhan xo gan rwou ciing
ghi nhan néng dd IL-6 huyét twong tang ré rét
theo mirc dd bénh: Child-Pugh A 1a 24,45 + 4,09;
Child-Pugh B la 33,72 + 11,25 va Child-Pugh C
la 60,34 + 34,94 (pg/mL), déng thoi, IL-6 c6 mbi
twong quan chat véi giai doan bénh gan (r =
0,713, p<0,001) [7]. Thwc hién nghién ctru trén
59 bénh nhan xo gan, Gudowska-Sawczuk M va
céng sw (2018) nhan thay néng do IL-6 twong
quan thuén mec dd vira véi bilirubin (r = 0,487,
p=0,005) va twong quan nghich v&i albumin (r =
-0,187), mirc dd bénh cang nang thi néng dd IL-6
cang tang [3]. Méi lién quan cé y nghia gitra
ndng doé IL-6 huyét twong véi mirc dd suy gan
dwoc nhiéu tac gia giai thich la do gidm kha nang
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thanh thai ctia gan dbi véi IL-6 khi suy gan. Dong
thoi, cung v&i qué trinh thodi trién gan, tinh trang
viém va xo hoa cé xu hwdng ngay cang tang la
yéu td kich thich tdng san xuét IL-6 dé giup bao
vé gan, ngan chan tién trién xau hon nay [6], [7],

[8].

4.3. Gia trj caa IL-6 trong danh gia mirc dé
X0’ gan

Khi phan tich kha nang dw doan mdc do
ndng cta bénh nhan xo gan theo thang diém
Child-Pugh, chung t6i l1ay diém cat 7 dé& phan
nhom gilra xo gan mirc dd nhe (Child-Pugh A)
va nhom xo gan vira - nang (Child-Pugh B/C).
Két qua cho thay kha nang phan nhém cla IL-6
& mirc do trung binh véi AUC 0,69 (95% CI: 0,54
- 0,83) voi dd nhay 91,70% nhwng dd dac hiéu
lai kha thdp 45,8% (p<0,05). Két qua nay ciing
twong dong vé&i Salgiiero S va cong su (2020)
thwe hién mot nghién ciru md ta cat ngang trén
97 bénh nhan xo gan lién quan dén HCV thi cho
thdy ndng do IL-6 c6 twong quan véi mic d6
ndng cla bénh theo thang diém Child-Pugh va
IL-6 c6 gia tri phdn nhém bénh nhan xo gan nhe
(Child-Pugh A) v&i bénh nhan xo gan vira (Child-
Pugh B) vé&i AUC = 0,88 (95%ClI: 0,78 - 0,98) voi
p<0,001 [9]. Nandeesha H va céng sy (2016)
nghién ctru trén nhém 48 bénh nhan xo gan
rwou ciing ghi nhan néng d6 IL-6 & nhém bénh
cao hon rat nhiéu so vé&i nhém chirng (p<0,001)
va co lién quan vé&i mire d6 xo hda gan (thdng
qua danh gia twong quan héi quy gitra IL-6 va
Procollagen lll propeptide) [5].

5. Két luan

Nghién ctvu ndng do IL-6 huyét twong & 60
bénh nhan xo gan do rwgu cd so sanh véi nhém
30 nguwdi khde manh cung tudi, ching tdi nhan
thay:

Trung vi ndng dd IL-6 huyét twong & bénh
nhan xo gan la 7,79pg/mL, cao hon cé y nghia
so véi chi sé twong ng & nhém ching
6,68pg/mL, p<0,001. Nong d6 IL-6 huyét thanh
c6 gia tri chan doan xo gan véi AUC 1a 0,85
(95% CI: 0,76 - 0,93).
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Nong d6 IL-6 huyét twong cé twong quan
thuan mdrc d6 vira véi diém Child-Pugh (r = 0,34,
p=0,009) va co6 gia tri tién lwgng mrc d6 suy gan
Child-Pugh B/C véi AUC = 0,69 (95% CI: 0,54 —
0,83), d0 nhay Se = 91,7%; dé dac hiéu Sp =
45,8% tai diém cét 7,46pg/mL.
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