Table S1: Table showing disease modifying anti-rheumatic drugs (DMARDs) prescribed to EIA patients at first visit, short-term follow-up, and long-term follow-up timepoints. NA = details unavailable.
	ERA ID
	First prescribed
	Short term 
follow-up
	Long-term 
follow-up

	04
	etanercept
	NA
	NA

	07
	methotrexate + hydroxychloroquine
	NA
	NA

	08
	etanercept
	NA
	NA

	ERA 03
	etanercept
	methotrexate + etanercept
	adalimumab + methotrexate

	ERA 25
	methotrexate
	methotrexate
	leflunomide

	ERA 82
	methotrexate
	methotrexate + leflunomide
	etanercept

	ERA 95
	sulfasalazine 
	methotrexate
	methotrexate + sulfasalazine

	ERA 110
	methotrexate
	methotrexate + sulfasalazine + hydroxychloroquine
	adalimumab

	ERA 115
	methotrexate + sulfasalazine
	Methotrexate
	methotrexate + certolizumab

	ERA 116
	methotrexate + sulfasalazine
	methotrexate + sulfasalazine
	methotrexate

	ERA123
	methotrexate
	Methotrexate
	methotrexate

	ERA 133
	NA
	Methotrexate
	adalimumab

	ERA 135
	methotrexate
	Methotrexate
	methotrexate

	ERA 143
	NA
	methotrexate + infliximab
	methotrexate

	ERA 144
	NA
	NA
	NA

	ERA 154
	NA
	rituximab + methotrexate + hydroxychloroquine
	methotrexate + sulfasalazine + hydroxychloroquine

	ERA 165
	NA
	methotrexate + sulfasalazine + hydroxychloroquine
	etanercept + methotrexate + sulfasalazine + hydroxychloroquine






Table S2: Table showing differential expression of gene transcripts between ERA and RA patients. Data was analyzed by Student t test and corrected for false-discovery rate.
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Fig S1: Violin plot showing the transcript abundance of various MMPs in ERA patients
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Table S3: Table showing the mRNA abundance of MMPs and TIMPs in MMP-high and MMP-low groups. Data is represented as log2-normalized values and was analyzed by independent samples T test. 
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[bookmark: _Hlk87482137]FigS2: Spearman rank correlation analysis between MMP-1 and MMP-3 mRNA levels in ERA patients (open circles = MMP-high; close circles = MMP-low)
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Fig S3: (A) Box-whiskers plot showing the expression of MMP-1 and MMP-3 in the serum of MMP-high and MMP-low ERA subjects. Data was analyzed by Mann-Whitney U test; ns = non-significant. (B) Spearman rank correlation analysis between serum MMP-1 and MMP-3 levels in ERA patients (open circles = MMP-high; close circles = MMP-low) (C & D) Spearman rank correlation analysis between serum MMP levels and hs-CRP in ERA patients (open circles = MMP-high; close circles = MMP-low)
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Table S4: List of genes that are differentially expressed between MMP-high and MMP-low ERA patients. Data was analyzed using independent samples T test and corrected for multiple comparison using Bonferroni correction
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Table S5: Table showing baseline clinical features between MMP-high and MMP-low ERA patients. CRP = C-reactive protein, RF = rheumatoid factor, ESR = erythrocyte sedimentation rate, DAS = disease activity score. Data is represented either as mean (standard deviation, SD), n (%) or median (range), as required. Analyzed using either Mann-Whitney test or $Chi-square test.
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MMP-high 

(n=9)

MMP-low 

(n=6)

P

-value

Age, years, mean (SD)

43.6 (12.1) 56.3 (15) 0.1359

Female, n (%)

6 (66.7%) 6 (100%)

0.1138

$

CRP, mg/L, mean (SD)

32.4 (26.3) 36.7 (33.7) 0.7528

DAS-CRP, mean (SD)

4.7 (0.8) 5.6 (1.5) 0.3429

RF titer, IU/mL, mean (SD)

346.7 (388.7) 369.7 (540) 0.951

ESR, mean (SD)

51.5 (22.9) 37.3 (23.6) 0.2404

Swollen Joint Count, median (range)

6 (3 - 20) 11.5 (3 -28) 0.3688

Tender Joint Count, median (range)

6 (2 - 15) 12 (5 - 35) 0.1333

Total Joint Count, median (range)

9 (3 - 20) 14.5 (5 - 35) 0.1205

Disease duration, months, mean(SD)

26.4 (29.9) 7 (2.5) 0.8418


image1.png
Gene ID| Gene Name | Fold Change | g-value(%)
MMP3 | NM 002422 19.41 0.00
MMP1 | NM 002421 76.87 0.00
CD82 | NM 002231 1.73 0.00

VCAMLI | NM 001078 2.65 0.00
CHES1 | AA860806 5.83 0.00

BF513121 3.22 0.00
BF439063 6.01 0.00
TIA-2 | AW590196 8.48 6.81

FOXC1 | AU145890 2.27 6.81
SELE | NM 000450 258.37 6.81

GABRA4) AF238869 125.11 6.81
ZNRF1 | AL136903 1.64 6.81





image2.png
wn o n o

uoissaidx3 ¢ho





image3.png
MMP-high (n=10)

12.24

5.81

MMP-low (n=7)

11.97

5.23

p-value




image4.emf
0 5 10 15 20

0

5

10

15

20

MMP-3 mRNA

(Log

2

)

M

M

P

-

1

 

m

R

N

A

(

L

o

g

2

)

r = 0.8897

95% CI = 0.7070 to 0.9611

P = 0.0001


image5.png
250
200
150:
—1 100
E 50
21 L
10
s| L o
0
L & £ =2
$534

15 r=0.7347
- 95% CI =0.3345t0 0.9104
' P=0.0028
o _ .
=10 .
= £
£
£O°
3£
@
%]

0 20 40 60 8 100
hs-CRP (mglL)

Serum MMP-1

Serum MMP-3

r=05473
95% Cl = 0.006029 to 0.8405
P =0.0458 o

® MMP-low

0 50 100 150 200 250
Serum MMP-3 (ng/mL)

250 - 07666
95% Cl =0.3977 to 0.9221 °
2004 P=0.0014

0 20 40 60 80 100
hs-CRP (mg/L)




image6.png
cxcLt
NDP
TWISTNB
PHLDA2
LEP
CXCcLe
CHES1
SELE
GABRA4
Spe24
1TGB8
PCDHI7

MMP-high

1028
8.05
8.88
8.34
922
8.71
9.20
8.13
876
483
6.97
8.15

Notable mention:

L6
VCAM1
TNFAIPG
VEGFC
NOS2A
TNFSF11
sob2
ccL18
MMP13

8.13
12.08
12.26

8.93

592

662

9.36
1264

633

MMP-low

712
6.19
732
6.70
725
5.16
8.17
5.06
6.98
3.00
5.45
715

6.31
10.76
10.39

776

4.46

463

8.20
11.15

355

p-value

0.001
0.001
0.001
0.003
0.004
0.013
0.023
0.032
0.034
0.037
0.046
0.046

Title

GRO1

Norrie disease (pseudoglioma)

TWIST neighbor

pleckstrin homology-like domain family A member 2.
lipopolysaccharide binding protein

granulocyte chemotactic protein 2

checkpoint suppressor 1

selectin E (endothelial adhesion molecule 1)
‘gamma-aminobutyric acid (GABA) A receptor alpha 4
kinetochore protein Spc24

integrin beta 8

protocadherin 17

interleukin 6

vascular cell adhesion molecule 1

tumor necrosis factor alpha-induced protein 6
vascular endothelial growth factor C

nitric oxide synthase 2A (inducible)

RANKL

superoxide dismutase 2 mitochondrial

C-C chemokine ligand 18

matrix metalloproteinase 13 (collagenase 3)

NFKB regulated

ves




