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KHAO SAT NONG PO TNF - ALPHA, IL-6 HUYET TUONG
O' BENH NHAN VIEM THAN LUPUS

TOM TAT

Muc tiéu: Danh gid nong do TNF-alpha, IL-6
huyét tuong va mdi I|en quan glu‘a néng do TNF-
alpha, IL-6 vdl mdt s6 dic diém ton thudng than &
bénh nhi viém than Iupus, Poi tugng va phuong
phap: Nghién citu mé ta cat ngang so sanh v6i nhom
chu‘ng terdng, 117 tré (87 bénh nhan viém than lupus
va 30 tré khoe manh) tur 9/2019 den 9/2022 tai Bénh
vién Nhi Trung uang. Két qua: Tudi trung b|nh nhém
bénh 10,94 + 2,1, vdi 81,6% tré nit. Trung vi ndng do
TNF-aIpha la 4,73 ng/l cao han nhém ching la 3,54
ng/L, p< 0,001, cd 47,1% bénh nhi tdng nong do
TNF-alpha so nhém chiing. Trung vi nong d IL-6 la
3,19 ng/L cao han nhom cerng la 1,14 ng/L, p<
0001 ty I€ bénh nhi tang nong do IL 6 so nhom
chu‘ng 3 56,3%. Tang nong do6 TNF-alpha va IL-6 lién
quan téi mic d0 nang cua benh thong qua diém
SLEDAI. Nhém bénh nhi ning va rat néng c6 nong do
TNF-alpha, IL-6 va ty 1é tang néng d6 cao han nhém
bénh nhi mdc do bénh nhe va vira, p< 0,001. Két
ludn: Ting nong do TNF-alpha, IL6 huyet tudng
terng ddi phé bién va cd lién quan véi mic dd ning
cta bénh nhi viém than lupus.

T khoa: Viém than lupus, TNF-alpha va IL-6
huyét tuong, diém SLEDAI

SUMMARY
SURVEYING PLASMA LEVELS OF TNF
ALPHA AND INTERLEUKIN 6 IN LUPUS

NEPHRITIS

Objectives: To investigate plasma levels of TNF-
alpha, IL-6, and its correlation between TNF-alpha, IL-
6 levels with some characteristics of kidney injury in
pediatric lupus nephritis. Patients and Methods:
Cross-sectional descriptive study compared with the
healthy control group. 117 children (87 patients with
lupus nephritis and 30 healthy control children) from
9/2019 to 9/2022 at the National Children's Hospital.
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Results: Mean age of the patient group was 10.94 +
2.1; 81.6% were female. The median level of plasma
TNF-alpha was 4.73 ng/L. It was higher in the disease
group than in the healthy control group (3.54 ng/L),
p< 0,001. there was a 47.1% increase in TNF-alpha
level in LN compared with the control group. The
median level of plasma IL6 was 3.19 ng/L, higher than
the control group (1.14 ng/L), p < 0.001. the
proportion of children with increased IL-6 levels
compared to the control group was 56.3%. Elevated
levels of TNF-alpha and IL-6 were associated with
disease severity through the SLEDAI score. The group
of severe and very severe pediatric patients had
higher levels of TNF-alpha, IL-6, and the rate of
increase level than the group of patients with mild and
moderate disease, p<0.001. Conclusions: Elevated
plasma levels of TNF-alpha and IL-6 are relatively
common and are associated with the severity of
pediatric lupus nephritis.

Keywords: lupus nephritis, plasma TNF-alpha va
IL-6, SLEDAI SCORE

I. DAT VAN BE

_Lupus ban d6 hé thdng (SLE) la mét bénh tu
mién man tinh, do réi loan hé théng tu mién sinh
ra cac tu khang thé tdn céng lai cac cd quan
trong co thé. Ton thucng than xay ra khoang 50-
75% bénh nhan nhi bi SLE lic khdi phat bénh va
cd thé 1én dén 90% sau 2 ndm khdi phat bénh
[5]. Mlc d6 nghiém trong vé 1dm sang cé thé
thay ddi tir bi€u hién viém cau thén nhe dén
ndng dan dén bénh than giai doan cudi, tham chi
tr vong.

C6 rat nhidu rdi loan cc yéu t6 mién dich &
bénh nhan lupus lién quan dén ca ché gay bénh
va muc do hoat dong cua bénh. Cé nhiéu nghién
ctu cho rang cytokines dong mot vai trdo quan
trong trong sinh bénh hoc cua viém than lupus.
Chung khong chi lién quan dén rdi loan mién
dich cta SLE, ma con trong phan (’ng viém cuc
bo, dan dén tén thuang mo [7]. O Viét nam réat it
nghién clru vé vai tro cytokin trong bénh nhan
viém than lupus (LN). P& gbép phan theo ddi,
danh gia mic d6 nang va diéu tri bénh dugc tot
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hon, ching t6i ti€n hanh nghién cdu nong do
TNF - alpha, IL - 6 & tré bi LN tai Bénh vién Nhi
Trung uong véi 2 muc tiéu: Xac dinh ndng dé
TNF-alpha, IL-6 huyét tuong va phan tich méi
lién quan vdi mét s6 dic diém ton thuong thén &
bénh nhi viém than lupus.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién clru. DGi tugng
nghién clu gém 117 tré, bao gom 87 tré bénh
viém than lupus va 30 tré khoe manh trong thdi
gian tir 9/2019 dén 9/2022, kham tai Bénh vién
Nhi Trung ugng.

Tiéu chudn lua chon bénh nhan

- Bénh nhi < 16 tudi viém than Lupus.

- Ngudi gidm hd va tré tir 13 tudi dong y
tham gia nghién cuu.

Tiéu chudn lua chon nhém ching khoe
manh: - Tré duGi 16 tudi

- Tré khde manh, khéng mdc céc bénh
nhiém truing tai thdi diém nghién clu.

- Ngudi gidm hd va tré tir 13 tudi dong y
tham gia nghién cuu.

2.2. Phuong phap nghién ciru

- Thiét ké nghién cuu: Nghién cliru mo ta
cat ngang cd nhém chiing.

- €0 mau: Chon mau thuan tién.

- Néi dung va phuong phap nghién ciru:

+ Bénh nhi dugc: khai thac tién sir, bénh st
mac bénh.

+ Kham |1am sang, lam cac xét nghiém huyét
hoc, sinh hoda, mién dich.

+ Danh gia mdc d6 ndng bénh theo thang
diém SLEDAL.

+ Dinh lugng ndng do TNF alpha va IL6 huyét
tuong: Tat ca dG6i tugng nghién cltu 87 tré viém
than Lupus va 30 tré khoé manh dugc Idy 1mL
mau tinh mach Ilic doi, chéng déng bang EDTA
(cing thgi diém lam cac xét nghiém huyét hoc,
sinh hoa, mien dich), ly tam Iay huyét tugng, luu
trlr trong ta am 80° C cho tdi khi lam xét nghiém
mdéi ra dong mot [an duy nhat. S dung phuang
phap ELISA dinh lugng nong dd TNF alpha bang
b0 Elisa Kit (hang Invitrogen- ma so kit BMS223-
4), IL6 bdng bd Elisa Kit (hdng Invitrogen - ma s6
kit BMS213-2) ciia Hoa Ky.

XU ly s liéu: cac s6 liéu nghién cru dugc xur
ly theo cac thuat toan thong ké ap dung trong y
sinh hoc. SU dung phan mém IBM SPSS 22.0.

Ill. KET QUA NGHIEN cU'U

Trong 87 bénh nhan viém than lupus du tiéu
chuén nghién cltu cé 81,6% tré nit, tudi trung
binh 10,94 + 2,1 tudi. Diém SLEDAI trung binh
15,03 + 4,28, khong c6 bénh nhan nao cd muc

hoat dong nhe, c6 19,5 % mc trung binh.
74,7% bénh nhan co protein/creatinin niéu >
200 mg/mmol, ty I&é bénh nhan cd hoi ching
than hu la 58,6%.

3.1. Pac diém néng dé TNF-alpha, IL-6
huyét tuong & bénh nhi viém than lupus

Bang 3.1. So sanh néng dé TNF-alpha,
IL-6 huyét tuong giita nhom bénh va nhom
chirng khoe manh

Nhém Chirng
bénh |khée manh| p
(n=87) (n=30)
Trung vi <
P 4,73 3,54
TNF-| (TU phan - / 0,001
alpha vi) (3,54-5,91)| (2,24-4,11)
(ng/L)| Nhd nhat | 1,41 0,85
Lén nhat 131,46 4,73
Trung vi <
2 3,19 1,14
IL-6 (T“Vf’)ha” (1,73-5,64)| (0,91-1,47) [%1001
("9/L)"Nho nhat | 0,82 0,45
Lén nhat 143,5 2,82

Nhén xét: Nhdm bénh cd ndong do TNF-
alpha va IL-6 huyét tuong cao han nhom ching
khde manh, cd y nghia védi p < 0,001.

47.1%
52.9%%

= Khong taing = Tiang
Biéu db 3.1. Ty Ié bénh nhi ting néng dé
TNF-alpha huyét tuong
Nhin xét: Ty |é bénh nhi tang nong do
TNF-alpha huyét tuang la 47,1%.

43.7%

56.3%0

= Khing tang = Tang
Biéu do 3.2. Ty Ié bénh nhi ting néng dé
IL-6 huyét tuong
Nhan xét: Ty € bénh nhi tang n6ng do6 IL-6
huyét tuang la 56,3%.
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3.2. Phan tich mai lién quan giira nong d6 TNF-alpha, IL-6 huyét tucng véi mot so dac

di€m ton thuong than

Bang 3.2. Lién quan néng dé TNF-alpha, IL-6 huyét tuong vdi muc dé nang cua bénh

theo diém SLEDAL,
Nhe +Trung binh | Nang + Rat nang OR. P
(n=17) (n=70) !

Trung vi (TG phan vi) | 3,3 (2,54 — 3,96) 5,02 (3,82 - 6,24) < 0,001
TNF-alpha < 0.005
(ng/L) T&ng, n (%) 39 (55,7) 2 (11,8) ngg' 435

Trung vi (TG phanvi) | 1,6 (0,91 —2,41) 4,22 (2,1 -7,51) < 0,001
IL-6 (ng/L) Téng, n (%) 47 (67,1) 2 (11,8) B0l

Nhan xét: C6 méi lién quan gilta ndng do, ty Ié tdng TNF-alpha, IL-6 huyét tuong véi muc do
nang cla bénh theo diém SLEDAI véi p < 0,001. i
Bang 3.3. Lién quan néng dé TNF-alpha, IL-6 huyét tuong voi dac diém uPCR

uPCR = 200

uPCR < 200

mg/mmol (n=65) | mg/mmol (n=22) OR, p
Trung vi (TU phan vi) 4,73(3,54 -5,61) 5,05(3,26-7,41) > 0,05
TNF-alpha > 0,05
(ng/L) Tang, n (%) 29 (44,6) 12 (54,5) C?R:O I671
Trung vi (T phan vi) 3,45(1,83 -5,59) 2,82(1,51-8,07) > 0,05
IL-6 (ng/L) Téng, n (%) 38 (58,5) 11 (50) o 1(%57

Nhan xét: Khong cé mai lién quan gilta nong d6 TNF-alpha, IL-6 huyét tugng vdi tinh trang
protein/creatin niéu véi p> 0,05.
Bang 3.4. Lién quan nong dé TNF-alpha, IL-6 huyét tuong voi héi chirng thian hu

(HCTH)
Khong HCTH (n=36) | C6 HCTH (n=51) OR, P
Trung vi (T phan vi) 5,01(3,36 -6,23) 4,73 (3,54 -5,61) > 0,05

TNF-alpha > 0,05

(ng/L) Téng, n (%) 19 (52,8) 22 (43,1) LR
Trung vi (TG phan vi)| _ 3,06(1,36 -8,15) 3,45(1,95 — 5,59) > 0,05

-6 (N9/L) | Tng, n (%) 19 (52,8) 30 (58,8) LA

Nhan xét: Khong c6 mdi lién quan gilra nbng do TNF-alpha, IL-6 huyét tudng vdi tinh trang cé

hay khéng cd hoi chirng than hu véi p > 0,05.

Bang 3.5. Lién quan néng dé TNF-alpha, IL-6 huyét tuong vdi thé tén thuong thin

trén sinh thiét

Class 1+2 (n=11)/Class 3+4 (n=70)|Class 5+6 (n=6)| P

TNF-alpha
(ng/L)

Trung vi (TT phan vi)

3,54 (3,26 — 5,08)

4,87 (3,47 — 5,91)

4,73(3,84-748)

> 0,05

Tang, n (%)

4 (364

35 (50)

2 (33,3)

> 0,05

IL-6 (ng/L)

Trung vi (TT phan vi)

2,11 (1,0 - 4,81)

3,53 (1,94 — 6,04)

3,22 (1,41 - 5,87)

> 0,05

Tang, n (%)

3(27,3)

43 (61,4)

3 (50)

> 0,05

Nhan xét: Khong c6 méi lién quan gilia
nong do TNF-alpha, IL-6 huyét tucng vai thé ton
thuong than trén sinh thiét véi p> 0,05.

IV. BAN LUAN

Trong nghién clu cla ching tdi, tudi khoi
phat bénh trung binh 1a: 10,94 + 2,1 tudi, va ni
chiém ty Ié cao 81,6%. Két qua phu hgp véi hau
hét cac nghién clu bdo cdo dd tudi trung binh
khdi phat lupus tré em trong khoang 11-12 tudi,
két qua nay tuong tu trong cac nghién cliu cla
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BUi Song Huong tudi trung binh 10,52 + 2,91 va
nir chiém ty Ié 88,8% [1], tac gia Lewandowski
tudi trung binh 11,5 tudi [6]. K& qua nghién clu
cla chdng toi cling phlu hgp vdi tinh chat cua
bénh Lupus la thudng gdp & tudi day thi va lién
quan dén cd ché bénh sinh tac dong clia hormon
sinh duc l1én hé mién dich. D&c diém lupus & tré
em thudng ndng hon & ngudi I6n, trong nghién
cliu cua chung t6i thay khong co trudng hgp
bénh nao ¢ mirc hoat dong nhe va chi c6 19,5%
hoat dong mic trung binh. Ty |é bénh nhan
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protein niéu ngudng than hu va hdi chirng than
hu chiém ty I€ cao.

Lang dong phirc hdp mién dich cd thé kich
hoat cac nhanh khac cta phan Lrng viém, kich
hoat cac phan t&r bam dinh trén ndi md cd thé
dan dén tuyen dung cac bach cau tién viém va
bt dau ton thuong tu mién dich. Té bao glan
mach dugc kich hoat, dai thuc bao xam nhap va
té€ bao T tao ra cac cytokine gay viém, bao gom
yéu t6 hoai tir khdi u (TNF)-alpha, interleukin
(IL) 6, yéu t6 tang trudng khoi u-beta,
interferon-gamma, chemokine va yéu td tang
trudng cd ngudn gdc tur ti€u cau. Tt ca cac chéat
trung gian gay viém nay déu cé kha nang kéo
dai tén thuong than. Trong nghién clu cla
ching t6i thdy nong d6 TNF alpha va IL-6 tang la
47,1% va 56,3% tudgng (ng, nhom bénh cao
hon nhém chirng thudng c6 y nghia (p< 0,001),
nong do TNF alpha (trung vi 4,73 ng/L) va IL-6
(trung vi 3,19 ng/L) nhéom bénh cao han nhém
chirng thudng (3,54 va 1,14 ng/L tuong (ng).
Két qua nay ciling tuong tu két tac gia Alaa A
Sabry G an do khi nghién cltu 40 bénh nhan LN
va 20 ngerl khoe manh [2]. TNF- a vira la yéu t&
tién viém vira la cytokine diéu hoa mién dich vdi
su tac dong lén té€ bao B, t€ bao T va té bao dudi
gai cling nhu trong qué trinh 13p trinh chét té
bao c6 thé giai thich vai trd clia nd trong SLE.
TNF- a d& dudc bdo cdo biéu hién cao & ciu
than trong tat ca cac dang viém than lupus va
méc dé biéu hién TNF-a tuong quan véi hoat
dong viém than.

Trong nghién cfu cta chung tbi cho thay, ty
Ié tang TNF-alpha, IL-6 huyét tudng cd moi
tugng quan vGi mic d0 ndng clia bénh theo
diém SLEDAI (p < 0,001). Nhdm bénh nhén ting
néng d& TNF-alpha; IL-6 c6 diém SLEDAI & murc
dd nang va rat nang cao gap 9,44; 15,33 lan so
vGi nhdm bénh nhi viém than lupus khong tang
nong do hai chat trén (p < 0,001). Két qua nay
cling tuong tu véi tac gia Alaa A Sabry va cong su
cho thdy nong d6 TNF-alpha, IL-6 tdng & nhom
viém than lupus hoat dong so vdi nhém khong
hoat dong [2]. Trong nghién cliu cla tac gia
Aringer M va cong su’ cho thdy TNF- a da dugc
bdo cdo biéu hién cao & cau than trong tat ca cac
dang viém than lupus va miic dd biéu hién TNF-a
tuong quan vdi hoat dong viém than [3]. MGi
tuong quan nay cho thay su’ tham gia clla TNF-a
trong qua trinh viém va ton thucng than.

Trong nghién cfu cta chdng toi, khong thay
c6 mdi tuong quan gitta nong do TNF-alpha, IL-6
huyét tugng vai cac chi sG protein ni€u, hoi
chitng than hu va mdc do tdn thuong than trén

sinh thiét than (p > 0,05). IL-6 dugc chiing minh
la cd lién két dic biét véi tdn thuang than lupus,
IL-6 téng cao trong nudc ti€u cla bénh nhan
Iupus c6 viém cau than, 6ng than. Hon niia,
nong do IL-6 tdng cao trong huyét thanh va mau
nudc tiéu tor bénh nhan SLE hodc viém than
lupus cé tuang quan vdi bénh hoat dong. IL-6
dudgc biéu hién cao & than trong viém cau than
do lupus & ngudi, diéu tri vGi cac thudc khang IL-
6 c6 thé ngén nglra viém than, do vay viéc chin
IL-6 c6 thé mdt phuong phap diéu tri cho bénh
nhan viém than lupus [4].

V. KET LUAN

Qua khao sat nong do TNF-alpha, IL-6 huyét
tugng & 87 bénh nhi viém than lupus so sanh vdi
30 tré khoé manh, chdng t6i rdt ra mot s6 nhan
xét sau:

- Trung vi n6bng d6 TNF-alpha la 4,73 ng/I
cao han nhém chirng la 3,54 ng/L, p< 0,001, co6
47,1% bénh nhi tdng n6ng d0 TNF-alpha so
nhom chdng. Trung vi nong d6 IL-6 la 3,19 ng/L
cao hon nhom ching la 1,14 ng/L, p< 0,001, ty
|é bénh nhi tdng ndng d6 IL-6 so nhdm ching la
56,3%.

- Tdng ndng d6 TNF-alpha va IL-6 lién quan
t6i mdc dd ndng cua bénh théng qua diém
SLEDAI. Nhdm bénh nhi ndng va rat ndang co
nong do TNF-alpha, IL-6 va ty |é tang nong do
cao han nhém bénh nhi mic d0 bénh nhe va
vlra, p< 0,001.
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