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Nghién ctru néng dé Interleukin-6 huyét thanh trén bénh nhan viém
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Tém tat

Pat van dé: TE bao lympho T hd tro 17 (Th17) ché tiét cac Interleukin trong d6 cé Interleukin-6 thic
day qud trinh bénh Iy & b&nh nhan viém khép dang thap. Do d6, néng d6 Interleukin-6 huyét thanh cé thé
lién quan v&i cac dac diém |am sang, can 1am sang cta viém khép dang thap. Muc tiéu: Xac dinh ndéng
dd Interleukin-6 huyét thanh & bénh nhan viém khdp dang thap va khao st mdi lién quan giira néng do
Interleukin-6 huyét thanh v&i mot s6 dic diém Iam sang, can |Am sang & bénh nhan viém khép dang thap.
Phuong phap nghién ctru: Nghién clru mé ta cit ngang trén 41 bénh nhan viém khép dang thap dén kham
chira bénh tai Bénh vién Trudng Dai hoc Y - Dugc Hué va 30 ngudi khoe manh [am nhdm chirng. Két qua:
néng do IL-6 huyét thanh trung binh cda nhém bénh 13 120,57 pg/mL cao hon cé y nghia théng ké (p <
0,001) so v&i nhém chirng 5,73 pg/mL. Cé tuwong quan thuan cé y nghia théng ké (p < 0,05) gitra néng do
Interleukin-6 huyét thanh véi thoi gian khdi phat bénh, s6 lvong khdp t6n thuwong va téc d6 mau lang gid
2. C6 tuong quan nghich cé y nghia théng ké (p < 0,05) gitta ndng dé Interleukin-6 huyét thanh véi sé lugng
héng cau, ndng d6 huyét sic t6. Cé lién quan cd y nghiia théng ké (p < 0,05) gitra ndng d6 Interleukin-6 huyét
thanh véi CRP, RF, Anti-CCP va t6c d6 mau ldng gid 1. K&t ludn: Nong do IL-6 huyét thanh ting & bénh nhan
viém khdp dang thap dnh huwéng dén tén thuong khdp, thiéu mau, ting cwdng qua trinh viém va ting cac
tu khang thé.
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Abstract
Study on the concentration of serum interleukin-6 in rheumatoid
arthritis patients
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Background: Helper T lymphocytes 17 (Th17) secrete various interleukins, including Interleukin-6 (IL-6),
which promotes the pathological process in rheumatoid arthritis patients. Therefore, serum Interleukin-6
levels may be related to the clinical and subclinical characteristics of rheumatoid arthritis. Objectives: To
determine serum Interleukin-6 concentrations in rheumatoid arthritis patients and to investigate the
relationship between serum Interleukin-6 concentration with some clinical and subclinical characteristics in
patients with rheumatoid arthritis. Subjects and method: A cross-sectional descriptive study of 41 patients
with rheumatoid arthritis in Hue University of Medicine and Pharmacy hospital and 30 healthy people
in a control group. Results: The mean serum IL-6 concentration of the patient group was 120.57 pg/mL
which was statistically significantly higher (p < 0.001) than the control group (5.73 pg/mL). There was a
statistically significant positive correlation (p < 0.05) between serum Interleukin-6 concentration and the
time of disease onset, the number of damaged joints and the 2"-hour erythrocyte sediment rate. There
was a statistically significant inverse correlation (p < 0.05) between serum Interleukin-6 concentration with
red blood cell amount, hemoglobin concentration. There was a statistically significant relationship (p < 0.05)
between serum Interleukin-6 concentration and CRP, RF, Anti-CCP and 1°*-hour erythrocyte sediment rate.
Conclusion: Increased serum IL-6 levels in rheumatoid arthritis patients affect joint injury, induce anemia,
promote inflammation and increase autoantibodies.
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1. DAT VAN BE

Viém khdp dang thap (VKDT) 13 bénh viém man
tinh hé théng dac trung bdi tinh trang swng khdp,
dau khép va phéa hlly mang hoat dich khép, din dén
tan ph& ndng né va t&r vong sém. Viém khép dang
thap & mot bénh tw mién v&i bang chirng tim thay
nhiéu ty khang thé mot vai ndm trudc khi co biéu
hién viém khép trén 1am sang [5], [11]. Qua trinh rdi
loan dap rng mién dich tao ra cac tw khang thé, tir
d6 hinh thanh cac phirc hop mién dich l1ang dong &
mang hoat dich, hoat héa b& thé dan dé&n viém man
tinh & mang hoat dich.

Gan day, ngudi ta phat hién tiéu quan thé té
bao lympho T hd tre 17 (Th17), la nhitng t& bao cé
vai trd quan trong trong co ché& bénh sinh cla bénh
viém khép dang thap. Cac té bao Th17 hoat hda la
ngudn gdc ché tiét Interleukin-17, y&u t6 hoai tlr u
alpha (Tumor Necrosis Factor alpha), Interleukin-26,
Interleukin-6, trong dé Interleukin-6 thic dy cac
qué trinh bénh ly & bénh nhan viém khép dang thap,
bao gdbm cac t6n thuwong tai khép, nhu viém man tinh
& mang hoat dich, pha hily sun khép, bao mon xuong
va cac biéu hién toan than, nhu thi€u mau man tinh,
mét mai, sut can, réi loan tram cam... [2], [7], [9],
[15]. Do d6, néng dd Interleukin-6 huyét thanh cé
thé lién quan vdi cac dac diém |am sang, can 1am
sang cla viém khép dang thap.

Viéc hiéu rd hon vé nguyén nhan, co ché& bénh
sinh cling nhu nhitng yéu t6 chiu trdch nhiém chinh
cho nhitng thuwong tén cta khép trong viém khdp
dang thap s& cé nhiéu kha nang kiém soat duoc
bénh Iy nay. Hon nita viéc chan doan sém, diéu
tri ding va kip thoi giup han ché& nhirng di chirng,
cai thién phan nao chat lwvgng cudc séng cta bénh
nhan. Vi vy, ching toi tién hanh d@ tai: “Nghién
ctru ndéng dé Interleukin-6 huyét thanh trén bénh

/)

nhdn viém khé'p dang thap” véi muc tiéu:

3.KET QUA NGHIEN cU'U

(1) Xdc dinh néng d6 Interleukin-6 huyét thanh &
bénh nhén viém khdp dang thép;

(2) Khédo sat méi lién quan va tuong quan gitra
néng dé Interleukin-6 huyét thanh véi mét sé ddc
diém I6m sang, cGn Iém sang & bénh nhén viém
khop dang thép.

2.001 TUQNG VA PHUO'NG PHAP NGHIEN CU'U

41 bénh nhan dugc chan doan viém khdp dang
thap theo tiéu chuan ACR/EULAR 2010 dé&n kham
tai phong kham hodc diéu trj tai khoa Néi téng hop
Bénh vién Truwdng Pai hoc Y - Dwoc Hué va 30 déi
tugng 1a ngudi khéng bi bénh VKDT dén kiém tra
strc khoe tai Bénh vién Trwong Pai hoc Y - Dugec Hué
lam nhdm chirng, thoi gian tir thang 05/2020 dén
thang 10/2021.

Chung t6i khong dwa vao nghién ctru nhitng
truvong hop sau: bénh nhan VKDT da hoac dang
dung cac tac nhan sinh hoc, nhu thuéc (e ché thu
thé IL-6 (tocilizumab). Bénh nhan mac bénh anh
hudng tdi ndng d6 cac cytokine huyét thanh, nhu cac
bénh Iy nhiém trung, cac bénh &c tinh, cac bénh Iy noi
khoa nang, cap tinh (nhdi mau co tim cdp, dét quy ndo
cap, suy than cap, suy tim).

Nghién clru duoc thuc hién theo phuong phap
mo ta cit ngang cé so sanh d&i chirng. Cac xét nghiém
dinh lvgng anti CCP, dinh lwgng Interleukin-6 duoc
thuc hién bang ky thuat Mién dich dién hoa phat
quang; hda chat, sinh phdm do hang ROCHE cung
cap. Cac ky thuat dinh lwvgng CRP, RF, anti CCP
dugc thyc hién tai Khoa xét nghiém, Bénh vién
Trudrng Pai hoc Y - Dugc HUé va k§ thuat dinh lvong
IL-6 dwgc thye hién tai Trung tam Xét nghiém Y khoa
Tam An - thanh phd HO6 Chi Minh trén cing mau
huyét thanh cla bénh nhan. Nhan dinh két qua: gia
tri binh thwong cda anti-CCP: 0 - 14 U/mL; gid tri
binh thwong IL-6 huyét thanh: 0 - 7 (pg/mL).

Bang 1. Nong dé IL-6 huyét thanh & bénh nhan VKDT

Gioi GTTB (pg/mL) SD P

Nam 122,59 + 159,85

Nir 120,29 194,07 > 0,05
Téng 120,57 +101,48

Bang 2. Nong d6 IL-6 & bénh nhan VKDT va nhém chirng
IL-6 GTTB(pg/mL) SD P

Nhém bénh 120,57 +101,48 <0,001
Nhom chirng 5,73 +2,72

Néng dd IL-6 & nhdm bénh nhan cao hon nhiéu so véi nhédm chirng, khac biét nay cé y nghia théng ké

(p<0,001).
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Bang 3. Lién quan gilta ndng d6 1L-6 huyét thanh va cac vi tri khdp tén thuong

Néng dé IL-6 <7 pg/mL >7 pg/mL

Khép n % n %

Khép ngon tay gan 2 4,9 24 58,5
Khép ban ngoén 4 9,8 28 68,3
Khép c6 tay 4 9,8 23 56,1
Khép khuyu 2 4,9 14 34,1
Khép gdi 6 14,6 28 68,3
Khép c6 chan 4 9,8 20 48,8
Khép ban ngén chan 3 7,3 21 51,2
Khép vai 0 0,0 17 41,5
Khép hang 0 0,0 6 14,6

p > 0,05

Nong dé IL-6 huyét thanh > 7 pg/mL chiém ty 1& cao & nhitng bénh nhan cd tén thuwong khdp ban ngén,
khdp gbi, khdp ngodn tay gan, cd tay.

Bang 4. Lién quan gilta ndng do IL-6 huyét thanh va sé lugng khdp t6n thuong.

S8 lwgng khép bi tén thwong IL-6

<7 pg/mL >7 pg/mL
1 khdp Ién 0 0
2-10 khép 16n 0 (0%) 1(100%)
1-3 khép nhé 0 (0%) 4 (100%)
4-10 khép nhod 4(21,1%) 15 (78,9%)
> 10 khép nhé 2 (11,8%) 15 (88,2%)

p > 0,05

Cé su khdac biét vé ty 1& % gilra s6 lwvgng khdp t6n thuong cé néng d6 IL-6 < 7 pg/mL vdi s6 lwgng khdp
tén thuong cé ndng dd IL-6 > 7 pg/mL; khéc biét nay khéng cé y nghia théng ké (p > 0,05).
Bang 5. Lién quan gilta ndng d6 IL-6 v&i dic diém can |1am sang

Théng sb can lam sang -6 P

<7 pg/mL >7 pg/mL

VS1

Binh thuwdng 2 (66,7%) 1(33,3%) 0,008

B4t thuong 4 (10,5%) 34 (89,5%)

VS2

Binh thudng 2 (66,7%) 1(33,3%) 0,008

B4t thuong 4 (10,5%) 34 (89,5%)

RBC

Thép 0 (0%) 18 (100%)

Binh thudng 5(22,7%) 17 (77,3%) 0,006

Cao 1(100%) 0 (0%)
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Hb

Thép 1(4,2%) 23 (95,8%)

Binh thudng 5(31,2%) 11 (68,8 %) 0,055
Cao 0 (0%) 1(0%)

CRP

Binh thudng 5 (41,7%) 7 (58,3%) 0.002
B4t thuong 1(3,4%) 28 (96,6%) ’

RF

Binh thuong 3 (75%) 1 (25%) 0.001
B4t thuong 3(8,1%) 34 (91,9%) ’
Anti CCP

Binh thuong 3 (60%) 2 (40%) 0,002
B4t thuong 3(8,3%) 33 (91,7%)

C6 lién quan gilta ndng dd IL-6 huyét thanh va s6 lvgng héng cau, t6c do Iang héng cau (VS1, VS2), ndng
dé CRP, RF, Anti-CCP c6 y nghta théng ké (p < 0,05).
3.3.3. Méi tworng quan giita ndng dé IL-6 véi déic diém ldm sang va cén ldm séang
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Biéu d6 1. Twong quan gilta ndng do IL-6 vdi thai gian khéi phat VKDT
C6 mbi twong quan thudn mirc d6 chat ché gitra ndng dd IL-6 huyét thanh va thai gian khéi phat bénh cua
bénh nhan, véi r= 0,74, cd y nghia thdng ké véi p < 0,01.
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Bi€u d6 2. MGi twong quan gitta ndng do IL-6 vdi s6 lugng khédp tén thuong

Cé twong quan thuan mirc dé vira gilta nong dd IL-6 vdi s8 lugng khdp ton thuwong cda bénh nhan, véi r=
0,468, cd y nghta théng ké véi p < 0,05.
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Biéu dd 3. Twong quan giita ndng do 1L-6 vdi s6 lvgng hdng cau
Cé tuong quan nghich mdrc d6 vira gitra ndng do IL-6 huyét thanh véi s8 lugng hdng cdu & bénh nhan VKDT

V@i r=-0,48, cé y nghia théng ké véi p < 0,01.
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Biéu d6 4. M&i twong quan gitra ndng dé IL-6 vdi Hb
C6 tuong quan nghich mirc d6 vira gitta ndng do IL-6 huyét thanh vdi ndng d6 huyét sic t6 & bénh nhan

VKDT, v&i r = - 0,33, cd y nghia théng ké vdi p < 0,05.
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Biéu d6 5. Twong quan gilta nong do IL-6 t6c d6 mau lang gio 2
C6 tuong quan thudn mirc d6 vira gitra ndng do IL-6 huyét thanh vdi téc dd mau Iang gi® 2 & bénh nhan

VKDT, v&i r = 0,32, cd y nghia thdng ké véi p < 0,05.

4. BAN LUAN

Qua nghién clru (bang 2) chung t6i ghi nhan
duoc néng dé IL-6 huyét thanh trung binh & nhém
bénh nhan VKDT la 120,57 + 101,48 pg/mL cao hon
nhiéu so vd&i nhém ching 1a 5,73 £2,72 pg/mL, sy
khéc biét nay c6 y nghia théng ké va&i p < 0,001.
Nghién clru cla cac téc gia khdac nhw Phan Thj Thu
Tram la 36,4 pg/mL [4], Elinor Hoffman va cong sy
13 28,4 pg/mL [10], T. Roback 13 34,1 pg/mL ciing
déu ghi nhan & bénh nhan VKDT néng d6 IL-6 huyét

thanh tdng cao hon nhiéu so v&i ngudi khde manh
binh thwong. Piéu nay cho thay vai trd quan trong
cla IL-6 trong co ché bénh sinh gy ra nhitng thuong
tén vé xwong khdp trén bénh nhan VKDT.

V@ vi tri khdp tén thuong hay gép 1a cac khop &
chi, d3c biét la cac khdp & xa gbc, phl hop véi da
s6 nhan xét vé vj tri khép tdn thuong trong VKDT.
Nghién clru cGa chdng téi con cho thdy s6 lugng
khép tén thwong phlu hop véi thoi gian méc bénh,
ttre [a thoi gian méc bénh cang 1au thi s lwong khép
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tén thuong cang nhidu. Nhu ching ta d3 biét, ton
thwong trong viém khdp dang thap 13 tién trién
tang dan theo thoi gian, khai dau 85% 13 biéu hién
viém, tn thuong mot khdp, sau d6 tién trién tang
dan lan rong ra tén thuwong nhiéu khdp [1]. Pha
hay khdp khéng thé hoi phuc 13 tinh ndng dic trung
trong VKDT. M6t trong nhitng co ché gay tén thuong
xuong, khép cda bénh 13 do hoat ddng cta hiy cot
bao duoc kich hoat bdi cac cytokine viém (trong do
¢6 IL-6) chiju trach nhiém cho su x6i mon dau xwong
[8]. Vi vay, thai gian khai phat bénh cang lau thi s6
lvgng khép tén thuong cang ting.

Chung t6i cling ghi nhan duoc cé tvong quan
thuan chat ché (r = 0,74, p <0,01) gitta IL-6 va thoi
gian khdi phat bénh cda bénh nhan (biéu do 1).
Két qua nghién ctru clda T. Roback cling cho két qua
tuong tu, néng dé IL-6 ¢ mai twong quan thun vai
thoi gian khéi phat bénh vair=0,38, p < 0,002 [14].
Bénh cang dién tién lau dai, tinh trang viém man
cang kéo dai dai dang, do dé, cang cé nhiéu yéu té
viém, nhiéu cytokine viém dugc sdn xuat ra trong dé
khong thé thiéu IL-6.

K&t qua bang 4 cho ching ta thy rang ty l1é %
s6 lvgng khdp tén thwong cé ndng dd IL-6 < 7 pg/
mL cao hon nhiéu so vai ty 1& % s6 luvgng khép t6n
thwong cé ndng dd IL-6 > 7 pg/mL; tuy nhién sy khac
nhau nay khéng cé y nghia théng ké (p> 0,05). Khi xét
vé tuong quan gitra ndng dd IL-6 huyét thanh va sé
lvgng khép tén thwong & bénh nhan VKDT, nghién
cru cha chang t6i cho thdy cd twong quan thuan
murc d6 vira véi r = 0,468, p < 0,05 (biéu d6 2). Két
qua nghién ctru cda Phan Thi Thu Trdm cling cho két
qua twong ty, mdi twong quan thuan gitra IL-6 v&i
s6 luvgng khdp t6n thuong cé y nghia thong ké, véi
r=0,617 va p < 0,0001 [4]. Két qud cla MG. Perry
trén nhirng bénh nhan nay cling cho két qua tuong
tu, gia tang s6 lwgng khdp t8n thuong cé madi twong
quan thuan chit ch& véi ndng do IL-6 huyét thanh
cla bénh nhan, v&ir=0,76, p < 0,01 [13]. Cang nhiéu
khép bi viém, cang nhiéu khép bi tdn thuong, qua
trinh viém tac dong Ién nhiéu khdp, véi dién tich réng
thi cang ¢ nhiéu yéu t8 viém dugc san xuat, do dé
néng do IL-6 cang tang.

Mot dic diém 1am sang hay gdp & bénh nhan
VKDT 13 tinh trang thi€u mdu. Phan Ién bénh
nhan VKDT bi thi€éu mau nhuoc sic, mic do nhe,
kich thudc hdng ciu binh thuwdng (normocytic
hypochromic anemia), lién quan véi téc do lang
héng cau va mirc dd hoat déng bénh VKDT. Nhiéu co
ché& bénh sinh cla tinh trang thi€u mau nay da duwoc
dé cap, trong d6 cé vai trd cla hepcidin cling nhu
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sw giam san xuat tuong ddi erythropoietin va vai tro
cla cac cytokine tién viém, nhu IL-6 [6]. Hepcidin
c6 kha ning trc ché sy hap thu sat & rudt non va
giadi phong sat tai ché tir cac dai thyc bao, lam giam
hiéu qua viéc cung cap sat cho cac t& bao hong cau
trwdng thanh trong tay xwong [8]. K&t qua bang 5
cho thay, bénh nhan VKDT (ndng dé IL-6 > 7 pg/mL)
c6 s6 lwong hdng cau va néng dé hemoglobin thap
chiém ty |& cao (100%; 95,8%) hon nhiéu so vdi bénh
nhan VKDT (néng dd IL-6 < 7 pg/mL) véi p < 0,05.
Chung t6i con ghi nhan dwgc cé tuwong quan nghich
mirc d6 vira gitta néng dd IL-6 huyét thanh vai s6
lwong hdng cau va ndng do huyét sac t& & bénh nhan
VKDT v&i r = -0,33, p < 0,05 (biéu db6 3, 4). Theo tac
gid Nguyén Huy Thong, s6 lwong hdng cau va trung
binh néng d6 hemoglobin cé gid tri [an luwot |a 4,10
+0,52 (T/L); 113,03 + 16,58 (g/L) giam rd rét so vdi
nhom ching (p < 0,005) [3]. Nghién ctru ciia Mike A
van Leewen va cdng sy vé mdi tuong quan giita IL-6
va nong dé huyét sac t6 ciing cho thay cé tuong quan
nghich v&ir=-0,311, p < 0,05 [12].

La moét cytokine da chic nang, IL-6 cé nhitng
hoat tinh da dang. N6 cé vai tro quan trong trong
qua trinh viém, chuyé&n hda xwong, tao mau va diéu
hoa mién dich. V&i nhitng chirc ning da dang nay,
IL-6 lién quan dén ca triéu chirng 1am sang tai chd va
toan than cdia bénh nhan VKDT. B3n than IL-6 |a mdt
cytokine tién viém cé kha nang kich thich gan téng
hop céc protein phan (rng pha cdp nhu protein phan
tng C, haptoglobin...ngoai ra IL-6 con do lympho T
CD4+ s3n xuat va cé anh hwdng dén qua trinh chin
clUa lympho B tr& thanh tuong bao san xuit khang
thé khdi dong dap ¢ng mién dich d&c hiéu. Nhitng
diéu nay ly giai cho viéc ghi nhan dugc cé lién quan
gitta ndng dd IL-6 huyét thanh véi cac chat chi viém
nhu VSS, CRP cling nhw cac ty khang thé, anti-CCP &
nhitng bénh nhan VKDT trong nghién cttu nay.

Theo tdc gid Anthony Sebba, trong sé nhiéu
cytokine hién dién trong dich khdp clia bénh nhén
VKDT, céc cytokine tién viém ho Interleukin xuéat
hién tryc ti€p nhat lién quan dén qua trinh bénh va
ddng vai trd quan trong trong viéc pha huy khép.
Ph&i hop ca dac tinh tién viém va khang viém, IL-6
dong vai trd ndi trdi trong qua trinh bénh sinh théng
qua viéc m& réng va kich hoat té bao B va T, gay
ra dap (ng toan than va tai chd. Siéu am khdp, x
quang khdp & nhitng bénh nhan VKDT it duwgc chi
dinh thwong quy do dé chiang t6i da khéng thu thap
dugc hinh anh t6n thuong xwong khép dé cé thé
tim hi€u mai lién quan gitra ndng dé IL-6 va hinh dnh
tén thuong khép. Pay cling 1a han ché cla dé tai.
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5. KET LUAN

Qua nghién clru trén 41 bénh nhén viém khép
dang thdp va 30 ngudi khde manh khéng bj viém
khép dang thap tai Bénh vién Truwong Dai hoc Y -
Duoc Hué, ching t6i c6 cac két luan sau:

Nong d6 trung binh Interleukin-6 huyét thanh &
bénh nhan VKDT la 120,57 + 101,48 pg/mL, nhém
chirng 1a 5,73 + 2,72 pg/mL; khac biét c6 y nghia
théng ké p < 0,001.

C6 tuong quan thuan mic d6 chat ché va muirc
dd vira gitra néng dé Interleukin-6 huyét thanh vdi
thoi gian khdi phat bénh, véi s& lwgng khdp tén
thuwong va téc d6 mau lang gior 2 (p < 0,05).

Cé twong quan nghich mdrc do vira gitta ndng
dd Interleukin-6 huyét thanh vdi s& luvgng hdng cau,
ndng dd huyét sic t6 (p < 0,05).

Co6 lién quan gilta ndng dd Interleukin-6 huyét
thanh vé&i CRP, RF, Anti-CCP va t8c d6 mau lang gio
1 (p<0,05).
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