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Abstract

ABSTRACT

Objectives: This study was conducted to achieve the following aims: 1)
To assess serum IL-6 levels in patients with RA and compare them to
IL-6 levels in healthy controls. 2) To study IL-6 promoter -174 G>C
single nucleotide polymorphism (SNP) as a risk factor for disease
development. 3) To illustrate the effect of IL-6 promoter -174 G>C
SNP on the IL-6 serum concentration. 4) To find any association
between IL-6 serum level and other parameters such as age, gender,
clinical severity of diseases and disease activity scores (DAS28).
Materials & methods: This is a case - control study carried out at “Ibn -
Senna Teaching Hospital” in Mosul city between November 2020 and
July 2021. It included 61 RA patients diagnosed according to ACR /
EULAR criteria (2010) and 50 healthy controls. IL-6 serum levels were
ascertained by ELISA immunoassay and IL-6 promoter genotyping was
accomplished by the sequence-specific primer-polymerase chain
reaction (SSP-PCR).

Results: Mean 1L-6 level in RA (69.42 ng /1 + 62.99) was significantly
increased compared to healthy controls (14.66 ng /1 +23.58), P < 0.001.
No age or gender effects on IL-6 concentration were noted. The optimal
cut-off value of IL-6 for the diagnosis of RA with the best
discriminative utility compared to healthy controls was 22.80 ng/l. At
this cut-off value the sensitivity of IL-6 was 91.8%, specificity 82.0%
and accuracy rate 73.80%. G/G genotype was the most prevalent in
both patients and controls (70.5% in RA and 64% in healthy controls).
However, it did not seem to be a risk factor for RA development
compared to G/C and C/C genotypes (OR = 1.3438, 95% CI=0.605-
2.984, P=0.469). Meanwhile, the mean IL-6 level in patients with GG
genotype was (73.70 ng / 1 + 71.09) compared to (58.37 ng /1 £ 37.86)
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in patients with GC genotype. Unfortunately, only one patient with CC
genotype had been reported in this study with IL-6 level of 73.28 ng/l.
There was no significant difference in the IL-6 level between patients
with GG and patients with GC genotypes (P = 0.2375). Furthermore,
the mean IL-6 concentration in patients with mild RA was (49.67 ng/l
+ 17.33) in comparison to (55.76 ng/l + 24.00) in moderate RA and
(77.91 ng/l £ 76.04) in severe RA respectively. Although higher IL-6
mean concentration was reported in severe RA, no significant
difference was found between all three groups. No correlations of IL-6
serum levels with overall DAS 28 score (r = 0.1145, P = 0.3796) or
with ESR (r =-0.1136, P = 0.3832) were reported.

Conclusions: IL-6 serum level was higher in RA compared to healthy
controls which confirmed its pivotal role in the pathogenesis of RA. We
could not find any particular age trend or gender difference between
males and females in regard to IL-6 concentration in RA patients. Our
data did not support the role of IL-6 promoter -174 G> C
polymorphism as a risk factor for the development RA, nor seem to

play a major role in the increase of IL-6 level among our RA patients.

XVII



Gl adl 4y ) ggan
el iadl s dlad) ade) 515
bl 4318 [ ha gal) daala

5 g€ gudl) JLS) aaad a1 (S ol AN e (g ga
Glgdll e A Al 0 e 2 G/C 174 - 284l
5 535 /5 S5 Jualial

dadia Al
Ddimalall Baled i clillata (e ¢ a8 Jaa gall daala fhall A0S Galadl

4 s slal/ e)l"‘

JE (e
ST Gusad I sl o) taa) L

(139€) asle Lusi Sy

Joa sl dals 3Lal ke and e slall 2K

ik

ol ag Gl 2 giSal) (g jall

e 2021 2 1442



@ Al o jaa (2 G/C 174 - 38l 35 gl JISA) 205 aa 6 S 8 AN e (5 giena
58/ ¢ Jualdall Glgilly (gl i jall

-

AadAl

Juaal 8 () Sl V) Ol giue ands (1 ;4] Calaaly) saiail Al jall oda <y jal ¢ CilaaY)
i Al (2 slaaaYl GaliaY) 8 Ll Lgiijliey o580 Jualiall el Cpubiadll am sl
5oshd JalaS Gualad) (pS ol 00 sl Sesdll 8 G/C 174 - (SNP) 2iall ol sl JISs
G/C 174 - (SNP) 2_iall 3 ISall IS aaai 5 (50 a5 (3 Gyl sy sk & (s
Al (4 g5 dalidl sly Gnbaall (i jell Al Geabadl (S o) 30U dplaall Gl gl e
LaLis da oy e gall 4 ) 32800 5 Guinlly peal) Jie s AT ulaas Sl W) G ol V) (se
(DAS 28) a4l

Uit 0ol (oiiiese 4 Cy jal 385 28] ) 5 VAL Gl 50 & 58 e on sl all 038 s Jandl (kg 31 gall
oda Chiaai 2021 a3 J12020 u,_,l_J\ GRS (5 e Biaall z)m\g;dmjd\@ug;@gd\
Sl ldie] apand & ) (pibad) cbhl J8 (e | gadd (555l Jualial) Cilgilly Way 30 61 4l ol
52010 pbad Sealiall 5 5¥) Adasl 115 Jealiall ial jaY Sy 5a¥1 LIKN i (4 Bacinal) ailiadl
1Y) pand Aol g (S jliall Juadl (8 TL-6 Clsine (e @il o3 45 Eall Landa Ladld 50
Jal s e @Sl 23 Ly (ELISA) haall a3 eliall &abiatel) dulialy ¢ el
Lald (el ) ol alhadiuly Judedall 3 el Jelis daul s G/C 174 - 2iall a5 50
. (SSP-PCR) i) Judusilly

(69.42 + 5l dualiall il Gubiadl i jall (8 Gualad) S 51 S5V (6 slusa Jaus sl il
Jo) 2 5 (14.66 £ 23.58) Crumadall aladVL 4 jlie I ale JS& el i1/ 12 56 62.99)
il adbad) S Y il ghne Jans gia e uiall 5l seall il 5l LSl ol L P < 0.001 ¢ il
O A mad 3l Juadl calae] g Jialiall ia je (8 sl S ) 00 Bl ALaldl) dagll
% 91.8 dnanill Lubual) culy dedl) 038 die i / ol e 5l 22.80 & Gkl (alaiyl
Oe S 1Ll SSY) o G/ Gl haaill S, 9% 73,8 A8l (sa5 % 82.0 dua sadlly
5 aall 8 770.5) o) s 2 o Gamadall GalaiN g 6551 Jualiall Qlgily Guladl o



On il Jealiall el adl Hha dale il gan Y dlld oy Q) GalilY) 8 7 64
(OR = 1.3438, 95% CI = 0.605-2.984 9) C/C sl G/C Ll Llall i jlie oyl
P=0.46

(73.70 £ 71.09) 2 G/G il Baill 550 (oum pall (A Qo) (S 6l i) (5 gne Jas gia (S
&, G/C Gl balll 53 payall B 3/ Gl e 5l £ 37.86) (58.37 < 4le 1/ ol e 5l
ol G5l BV (6 glse IS5 C/C Fnd) Jaaill (553 (g Al jall 020 (8 Jah aa) g (iay pe S
0SS E Aalaal) il sisall (p Ailianl) Gl 58 Ay clllia Sy W)L A/ 6l e 60 7328 4 48
(P =0.2375) G/C Gl baaill 550 ayall s G/G ) laall 550 (ia jall (o i)
(49.67 + s 408l 5aill 553 a el 8 Gadladl S ol Y1 il e Jaxe OIS Sl ) A8l
5 8aall Ao il SB35 (5576 £ 24.00) @ D s/ a2 5l 17.33)
el S5 b gie daaad e o2 ) (e s Bl SN (G i/ ) 2 56 (77,91 £ 76.04)
O osabad) S b Y1 3 58 Jas e 8 dilian) Gl g 8 (o) Adaadle Al 4l V) ¢ Bl YDAl
e dliadd) ualll (S gl i) il siae G ADle o) i) 6f Jimai Ay ol GlXS BN aalaall
(r=-0.1136, P = ESR &= ) r=0.1145, P = (0.379) DAS28 (sl Lliill dayis
.0.3832)

50 Jealiall Clgilly Galiaal) i el Jlas) 8 Gualiall (S 5l V) il s il claliinay)
S Al G (gl sl Lo Sy Laa Genlal) (alaiY) Ll sie e S e
ceinll 5 enll il asa s A pal) i W1 sal) (e sl Jealial) Ol Gl 8 Gl
- 3 kall il galall JICET 23w 5 L) Wil ae i ol o ) G bl (S g 53891 G e e
ks 4] g Y ) LS ¢ gl 6 gl 3 ) ghad JalaS Guabiadl (€ 6 i3 sl Sisall 8 G/C 174
(S50 daaliall lell (aim yo G il (S 5l U Aliaall Sl sisall 30l ) (8 L ) 155



