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GIA TRI CHAN POAN MUC PO SUY GAN CUA
NONG PQ YEU TO HOAI TU U ALPHA HUYET TUONG O
BENH NHAN XO GAN DO RUQU

Duwong Quang Huy', Pao Dirc Tién’
Toém tit
Mouc tiéu: Panh gia gid tri cua ndong d6 yéu t6 hoai tir u alpha (tumor necrosis
factor alpha - TNF-a) huyét twong trong chan dodn muc d6 suy gan ¢ bénh nhan
(BN) xo gan do ruou. Poi twong va phwong phdp: Nghién ctru tién ctru, mo ta,
cit ngang trén 45 BN xo gan do rugu va 30 ngudi khoe manh dugce xét nghiém
TNF-o mau ldc dé6i tai Khoa Noi ti€u héa, Bénh vién Quan y 103. Két qua:
Trung vi nong dd TNF-o huyét tuong & bénh nhan xo gan do ruou 1a 34,6 pg/mL,
cao hon c6 ¥ nghia so v6i chi s6 twong tng & nhém ching 13,3 pg/mL, p = 0,021.
No6ng d6 TNF-o huyét twong c6 gid tri chan dodn xo gan véi AUC 0,68 (95%CI
= 0,56 - 0,80). Nong d6 TNF-o huyét trong c6 twong quan thudn mic do chit
v6i diém Child-Pugh (r = 0,73, p < 0,001) va ¢6 gid tri du bdo mirc d6 suy gan
Child-Pugh B/C v&i AUC 0,99 (95%CI = 0,98 - 1,00), tai diém cat 15,36 pg/mL
c6 do nhay 93,9%; d6 dic hiéu 100%. Két ludn: TNF-o huyét trong cé gid tri
chan dodn xo gan va tién lvgng murc d6 suy gan theo thang diém Child-Pugh.
* Tw khoa: TNF-a; Xo gan; Child-Pugh.
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Summary

Objectives: To evaluate the value of serum tumor necrosis factor alpha (TNF-a)
level in the diagnosis of alcoholic cirrhosis and its severity. Subjects and
methods: A prospective, cross-sectional, descriptive study carried out on 45 patients
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of Military Hospital 103. Serum TNF-a concentration was determined by
Enzyme-Linked ImmunoSorbent Assay (ELISA). Results: Median serum TNF-a
levels in patients with alcoholic cirrhosis was 34.6 pg/mL, significantly higher
than that in the control group (13.3 pg/mL), p = 0.021. TNF-a predicted alcoholic
cirrhosis with AUC of 0.68 (95%CI = 0.56 - 0.80). Serum TNF-a levels were
significantly positive correlated to Child-Pugh score (r = 0.73, p < 0.001). At the
cut-off value of 15.36 pg/mL, TNF-a had 93.6% sensitivity, and 100%
specificity for predicting Child-Pugh B/C alcoholic cirrhosis. Conclusion: The
serum TNF-a was a useful biomarker in the diagnosis of alcoholic cirrhosis and
its severity according to the Child-Pugh classification.

* Keywords: Tumor necrosis factor alpha (TNF-a); Cirrhosis; Child-Pugh.

PAT VAN PE

Co ché bénh sinh cia ton thuong
gan do ruou tir gan nhiém md dén xo
héa gan va xo gan rat phuc tap, c6 su
tham gia ciia nhiéu yéu t6 nhu stress
oxy héa, thiéu hut glutathione, chuyén
héa methionine bat thuong...trong d6
vai trd0 cua nhiéu cytokine nhu
interleukin (IL)-1a, IL-6, IL-8, IL-18,
yéu t6 hoai tr u (TNF)... cta ddp Gmg
mién dich bAm sinh da duoc ghi nhan
la nhitng yéu to gy ton thuwong gan,
thiic day qu4 trinh tao xo va hinh thanh
xo gan [1, 2].

Yéu t6 hoai tir khdi u alpha 1a mot
polypeptide c6 trong luong phan tu
khoang 17 kDa dugc san xudt chinh
boi dai thuc bao, té bao bach cau don
nhan, té bao lympho T... v6i nhiéu
chtic nang khéc nhau nhu diéu chinh
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qua trinh viém, chét té bao theo
chuong trinh, sy di trd, phan chia va
biét héa té bao [1]. Voi bénh gan,
TNF-a gitr vai tro chu dao khoi phat
tén thuong té bao gan, duy tri phan
g viém, hoat héa té bao sinh xo gy
xo héa gan. Két qua nhiéu nghién ctru
cho thdy ndng d6 TNF-a twong quan
voi miac do xo hda gan, tinh trang suy
chtrc ning gan va viéc diéu tri thubc
khang TNF-a da gidp cai thién chic
ning gan va lam chim sy tién trién cia
bénh [2, 3]. V&i dac diém sinh 1y bénh
nhu vay, ching toi cho ring nong do
TNF-a huyét twong cé thé gidp chan
dodn xo gan, cling nhu danh gid chuc
ning gan. Do d6, ching tdi tién hanh
nghién ctru nhdm: Pdnh gid gid tri ciia
nong do TNF-a huyét twong trong
chan dodn mirc do suy gan & BN xo

gan do ruou.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

Gom 45 BN xo gan do rugu dugc
diéu tri ndi trd tai khoa Noi tiéu héa -
Bénh vién Quin y 103 tr thang
11/2018 - 6/2019.

* Tiéu chudn lya chon: BN kham
lam sang va xét nghiém c6 du 2 hoi
chiing suy chirc nang gan va tang ap
lyc tinh mach ctra (TALTMC) cung
v6i thay d6i hinh thai gan trén siéu 4m
gan va bénh nhan c6 tinh trang lam
dung rugu danh gid theo bd cau hoi
AUDIT cua T6 chic y té thé gi6i [4].

* Tiéu chuan logi trir: BN X0 gan
can nguyén lién quan virus viém gan,
thudc..., xo gan kém theo ung thu biéu
md té bao gan; dang c6 bién chimg
ning nhu xuit huyét tiéu héa hodc c6
cic bénh 1y tim mach, ho hap, khép,
noi tiét kem theo; dang st dung mdt sb
thudc anh hudng xét nghiém ndng do
TNF-a...

* Nhom chung: 30 nguoi khoe manh,
khong c6 bénh 1y gan mat, noi tiét, tim
mach, khong lam dung rugu...c6 phan
b tudi twong duwong véi nhém bénh.

2. Phwong phap nghién ctiru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, mo ta, cit ngang c6 so sdnh
vO1 nhoém chung.

- Tit ca BN chon vao nghién ciru
dugc khdm 1am sang va chi dinh cac

xét nghiém can thiét dé xdc dinh hoi
ching suy chtrc nang gan va TALTMC.
Phan loai mtrc d§ suy gan theo thang
diém Child - Pugh (1973).

* Dinh luong TNF-a huyét twong:
BN nhin 4n sdng, iy 3 mL mdu ly tim
5000 vong/phiit trong 5 phiit roi tach
1,5 mL huyét twong. Mdi mau huyét
twrong c6 ma sb riéng, luu trit trong ti
lanh 4m siu -80°C tai Trung tim
Nghién ciu Y Dugc hoc Quén su -
Hoc vién Quan y. Khi du s6 lugng, céc
mau duoc lay khéi ti lanh va ra dong
trong vong 2 gid. Tién hanh dinh
luong TNF-a dya trén ky thuat xét
nghi¢m dinh lugng hép thu mién dich
gin enzyme kiéu sandwich trén mdy
ELISA Thermo scientific, st dung bd
kit Human TNF-a ELISA cua hang
Multisciences, Trung Qudc.

* Xur Iy va phan tich sé liéu: Phan
mém théng k& y hoc SPSS 20.0, vé&
biéu d6 trén Excel 2010. Xiy dung
duong cong ROC (Receiver Operating
Characteristic) va xac dinh dién tich
dudi duong cong (AUC - Area under
the curve) dé tim ra diém cat hop ly
voi do dac hiéu va do nhay tuong ng
(diém cit 1a diém ma tai d6 gid tri J 16n
nhit v6i J = d6 nhay + do dic hiéu - 1).
Véi diém cat tim dugc, s dung bang
2x2 dé x4c dinh lai d6 nhay (Se), do
dac hiéu (Sp), gid tri tién dodn duong
(PPV) va gid tri tién dodn am (NPV).
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KET QUA NGHIEN CUU
Bang 1: Mot s6 dic diém nhém nghién ciru va nhém chimg.
Nhém chirng Nhoém nghién ciru
(n = 30) (n=45)
Re ere oz . . p
Tuoi, gioi tinh SH Ty I¢ SH Ty I¢
lugng (%) lugng (%)
Gidi Nam 30 100 45 100
) > 0,05
tinh Nit 0 0 0 0
Tudi trung binh 46,4 £ 15,6 51,8 +84 > 0,05
Child-Pugh A - 12 26,7
Mitrc do ) i
Child-Pugh B - 18 40,0
suy gan
Child-Pugh C - 15 33,3
Diém Child-Pugh TB - 8,6+22 -

100% BN xo gan trong nghién ctru 1a nam gi6i véi tudi trung binh 51,8 + 8.4.

Khong ¢6 sy khdc biét vé tudi trung binh ciia nhém BN nghién ciru va nhém
chtng (p > 0,05). Mtic d6 suy chirc nang gan chiém da s 1a Child - Pugh B va C
(73,3%) voi diém Child-Pugh trung binh 8,6 + 2,2.

Bang 2: Bién d6i ndng do TNF-o huyét twong & BN xo gan so véi nhém ching.

Median (Q1-Q3)

TNF-a huyét twong Nhém ching Nhém xo gan rugu
(pg/mL) (n = 30) (n = 45) P
X+ SD 18,8 +12,3 47,6 +453 0,008
13,3 (10,4 - 28,4) 34,6 (12,7 - 65,3) 0,021

Trung vi ndng 46 TNF-o huyét twong & nhém BN xo gan 1a 34,6 pg/mL, cao

hon 13 so véi trung vi ndng d6 TNF-a & nhém chimg 12 13,3 pg/mL, p = 0,021.
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Bang 3: Gi4 tri chan dodn xo gan cia TNF-a so voi nhém ching.

pié AUC
tem Se Sp | PPV | NPV | p
cat (95%CI)
INFa o0 0,68 422% | 100% | 100% | 53.6% | 0.008
(pg/mL) (0,56 - 0.80)

Nong d6 TNF-a huyét thanh c6 gid tri chan dodn xo gan & muc trung binh véi
AUC 12 0,68 (95%CI = 0,56 - 0,80). Tai diém cat 50,11 pg/mL, chan dodn xo gan
so voi nhom chung ¢6 dd nhay 42,2%, do dac hiéu 100%; gia tri tién doan duong

100% va gia tri ti€n dodn am la 53,6%.

ROC Curve
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Biéu do 1: Pudng cong ROC ctia TNF- a trong chan dodn
X0 gan so v&i nhém chung.
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Bang 4: Mbi lién quan gira ndng d6 TNF-o huyét twong voi mirc d6 suy gan
theo thang diém Child-Pugh.

Nong d9 TNF-a huyét twong
Mikc do suy gan (pg/mL) p
Median (Q1-Q3)

Child-Pugh A 6,34 (4,85 -9,81) Pag < 0,001
< 0,001
Child-Pugh B 30,02 (16,67 - 54,70) Pa-c<
pac< 0,001
Child-Pugh C 66,70 (62,13 - 139,80)
Diém Child-Pugh 0,73 < 0,001

Trung vi néng d6 TNF-o huyét twvong & phan nhém BN xo gan Child-Pugh
B/C cao hon 13 so véi chi sb twong tmg ¢ phan nhém xo gan Child-Pugh A
(p < 0,001). C6 mdi twong quan thuan gitta ndng d6 TNF-o véi diém Child-Pugh
(r=0,73, p <0,001).

Bang 5: Gid tri chan dodn muc d¢ suy gan Child-Pugh B/C ciia TNF-q.

Piém AUC
. Se Sp | PPV | NPV p
cat (95%CI)

TNE-a 0,99
15,36 93,9% | 100% | 100% | 85,7% | < 0,001
(pg/mL) (0,98 - 1,00)

Nong d6 TNF-a huyét twong c6 gid tri chan dodn mirc do suy gan Child-Pugh
B/C ¢ miic rat tot véi AUC 12 0,99 (95%CI = 0,98 - 1,00). Tai diém cit 15,36 pg/mL,
chan dodn muc d6 suy gan nang c6 do nhay 93,9%, dé dac hiéu 100%; gia tri tién
doan duong 100% va gia tri tién dodn am la 85,7%, p < 0,001.
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ROC Curve
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Biéu d6 2: Puong cong ROC ctia TNF-a trong chan dodn muc do
suy gan Child-Pugh B/C.

BAN LUAN

1. Gia tri nong d§ TNF-a huyét
twong ¢ BN xo gan

Dinh luong ndéng d6 TNF-o huyét
tuong & 45 BN xo gan do rugu va
30 ngudi khoe manh cing tudi theo
phuong phép hip thu mién dich gin
enzyme, ching tdi nhan thiy nong do
TNF-a huyét trong trung binh & nhém
bénh nhan xo gan do rugu la 47,6 +
45,3, trung vi 34,6 pg/mL, cao hon rd
rét so voi gid tri twong ung & nhom
chimg 12 18,8 + 12,3, trung vi 13,3 pg/mL,
p = 0,021. Két qua phi hop véi két qua
nghi€én ctru cua Prystupa A. va CS
(2016) ghi nhan nong do TNF-o huyét

twuong ¢ 62 BN xo gan do ruou tang
cao hon rd so vo1 nhém 31 nguoi khoe
manh khong c6 bénh gan (3,42 + 2,75
so voi1 1,645 + 0,945 pg/mL, p < 0,05)
[5] hay nghién ctru cua Mohammed
B.J. va CS (2018) thuc hién trén
69 BN xo gan, ddi chimg véi 50 nguoi
khoe manh ciing cho thdy ndng do
TNF-o. huyét tuong & BN xo gan cao
hon ¢6 y nghia so vdi nhém ching
(35,41 £2,15 so véi 14,33 + 1,62 pg/mL
p <0,001) [6].

Nong d6 TNF-a huyét twong & BN
xo gan do rugu cao hon so v&i nhém
nguoi binh thuong 1a do ti€u thu ruou
thuong xuyén s& lam du thira goc ty do
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(tao ra trong qu4 trinh chuyén héa rugu
tai té bao gan va kha niang chong oxy
hda cia gan suy giam); lipopolysacharide
(LPS - ndi doc td dugc san xuét boi
cac vi khuan qud phét trong 1ong rudt
do tiép xic 1au ngay véi ethanol) [1, 2].
Cac géc tu do va LPS kich hoat té bao
Kuffer thong qua thu thé CD14 trén bé
mit t& blo, sau d6 hoat héa thu thé
Toll-like 4 (TLR4) va con duodng
truyén tin hiéu NF-kB dé tao ra TNF-o,
va IFNB. TNF-a la cytokine cé vai tro
quan trong trong dap trng viém cua co
thé, 12 yéu t6 duy tri phan ng viém lau
dai tai gan, tir d6 gia ting chét té bao
gan theo chuong trinh. Pong thoi,
TNF-a con hoat héa té bao sao, chuyén
dang té bao sao thanh nhiing t& bao
gidng nguyén bao soi co (myofibroblast)
dé tao ra collagen, fibronectine, acid
hyaluronic.., tir d6 gay xo hda gan va
hau qua cudi ciing 12 xo gan [2, 3].

Str dung duong cong ROC dé phan
tich kha ning chan doin xo gan cua
TNF-a so v&i nhém chung, ching toi
nhan thay TNF-o huyét twong c6 kha
ning chan doin xo gan do ruou véi
AUC 1a 0,68 (95%CI = 0,56 - 0,80).
Tai diém cat 50,11 pg/mL, chan dodn
X0 gan so voi nhom chimg c6 do nhay
42,2%, do dac hiéu 100%, gid tri tién
dodn duong 100% va gia tri tién dodn
am la 53,6%, p = 0,008. Mac du co
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mau trong nghién ciru con nhd, méi chi
so vo1 nhom nguoi khée manh (khong
ddi chirng véi BN bénh gan man tinh
chua xo gan) nhung két qua cho thay
tiém niang cia TNF-a huyét twong
trong vai trd chan doan xo gan.

2. Gi4 tri ndng @) TNF-o huyét
tuong theo mirc do suy gan

Cho dén hién nay thang diém Child-
Pugh van 1a thang diém duoc str dung
rong rii nhat dé danh gid muac do suy
gan cua bénh gan man tinh, tor d6 gitp
tien luong va lya chon phuong phép
diéu tri phit hop. Két qua nghién ctru
ctia ching t6i cho thdy trung vi ndng
d6 TNF-o huyét twong ting dan theo
mic d0 suy gan theo thang diém
Child-Pugh, p < 0,001. Pdng thoi,
ching t6i ciing tim thdy mdi twong
quan thuan muc dg chat gitra néng do
TNF-o huyét twong véi diém Child-Pugh
(hé sb twong quan r = 0,73, p < 0,001).

Céc nghién ciu trén thé gidi khao
sat ndng d6 TNF-o huyét twong & bénh
nhan xo gan noi chung va xo gan do
ruou néi riéng déu cho két qua twong
ty nghién cuou cua chung t61 nhu
nghién ctru cua Sabry H.S. va CS
(2015) cho thay néng do TNF-a huyét
trong ting dan theo muc dd suy gan
te 25,75 + 4,81 pg/mL & nhém BN
xo gan Child-Pugh A 1én 64,75 +
27,34 pg/mL ¢ nhom xo gan Child-
Pugh C, p < 0,001 [7] hay nghién ctru
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cua Prystupa A. va CS (2016) 6 62 BN
xo gan do rugu ciing cho két qua twong
tu [S5]. Nghién ctru 43 BN xo gan do
ruou, Zuwala-Jagiello J. va CS (2011)
ghi nhan mdi twong quan thuan giira
néng d6 TNF-o véi diém Child-Pugh
(hé sb twong quan r = 0,28; p < 0,05) [8].
Nhu viy, két qua cdc nghién ctu
déu cho thdy muc do suy gan c6 anh
huéng dén ndéng dd TNF-o huyét
trong. Piéu nay 1a do TNF-o la
cytokine khong chi tham gia vao co
ché gdy xo héa gan ma con lién quan
dén muc do thodi trién chirc ning té
bao gan bdi TNF-a dugc tao ra va
dugc thanh thai tai gan nén suy gan
cang nang s€ cang giam kha nang
thanh thai nay. Ngoai ra, ddp (g mién
dich cua co thé ciing kém khi chic
nang gan giam, to d6 lam qud phat vi
khuan tai 6ng tiéu héa, gia ting ndi doc
t6 hap thu vao mau va kich thich té bao
Kupffer tang san xuat TNF-o [1, 2].

3. Gia tri cia TNF-a trong danh
gia mirc do suy gan

Tir co ché bénh sinh cua qud trinh
xo héa gan va xo gan do ruou c6 lién
quan dén vai trd cia TNF-a va méi
lién quan gitra ndong d6 TNF-a huyét
twong vo1 chic nang gan, ching toi
cho rang nong d6 TNF-o c6 thé dugc
sir dung dé ddnh gid mirc do suy gan &
BN xo gan do rugu.

Ching toi 14y diém cit 7 dé phan
nhom gitta xo gan mtc do nhe (Child-
Pugh A) va nhom xo gan vua - nang
(Child-Pugh B/C). Két qua trinh bay &
bang 5 va biéu d6 2 cho thiy nong do
TNF-o gitp chan dodn xo gan Child-
Pugh B/C ¢ mirc tot véi AUC 0,99
(95%CI = 0,98 - 1,00), ¢ diem cét
15,36 pg/mL d6 nhay 93,9%, d6 dac
hiéu 100% (p < 0,001). Salgiiero S. va
CS (2020) thuc hién mot nghién ctu
md ta, cat ngang trén 97 BN xo gan
lién quan dén virus viém gan C ciing
cho thiy nong d6 TNF-a twong quan
voi muc do ndng cia bénh theo thang
diém Child-Pugh va TNF-a c6 gi4 tri
phan nhém bénh nhidn xo gan nhe
(Child-Pugh A) v6i BN xo gan vua
(Child-Pugh B) véi AUC 0,63 (95%CI
= 0,48 - 0,78) [9]. Két qua nghién ctru
ctia chiing t6i méi chi 1a két qua budc
dau, dé c6 thé khflng dinh dugc gia tri
ciia ndng do6 TNF-a huyét twong trong
chan dodn mirc do suy gan, can thuc
hién véi c& mau 16n hon va thiét ké
nhom bénh gan man tinh chua xo gan.

KET LUAN

Nghién ctru néng d6 TNF-o huyét
tuong & 45 BN xo gan do rugu so sanh
voi nhom 30 nguoi khée manh cung
tudi, ching t6i nhan thiy:

- Trung vi néng d6 TNF-o huyét
tuong ¢ bénh nhan xo gan do rugu la
34,6 pg/mL, cao hon c6 ¥y nghia so vdi

117



TAP CHI Y DUQC HQC QUAN SU SO 4 - 2022

chi s6 twong Gng ¢ nhém chimg
13,3 pg/mL, p = 0,021 Nong d6 TNF-a
huyét twong c6 gid tri chan dodn xo gan
voi AUC 1a 0,68 (95%CI = 0,56 - 0,80).
- Nong d6 TNF-o huyét twong & BN
x0 gan do rugu cé twong quan thuan
mirc d6 chit ch& voi diém Child-Pugh
(hé sb twong quan r = 0,73, p < 0,001)
va c6 gid tri chan dodn muc d6 suy gan
Child-Pugh B/C véi AUC 0,99 (95%CI
= 0,98 - 1,00), d6 nhay 93,9%; do dac
hiéu 100% tai diém cat 15,36 pg/mL.
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