Supplementary Table S1. Cytokines quantifications in the patients series by Knee Osteoarthritis
Inflammatory Phenotypes (KOIP). Cells show medians and median absolute deviations (continuous) and
absolute frequencies and percentages (categorical) for the 13 cytokines evaluated in plasma and synovial
fluid samples of the patients' cohort. Statistical significance was assessed using a Kruskal-Wallis
(continuous) or a Fisher’s test for contingency tables (categorical variables). KOIP: Knee Osteoarthritis
Inflammatory Phenotype.

All KOIP-1 KOIP-2 KOIP-3 KOIP4 Pvalue
168 (100%) 55 (32.7%) 51 (30.4%) 27 (16.1%) 35 (20.8%)
. . 123 152 0.78 161 0.98
Crreactive protein (mg/L) [0.03,9.64] [0.27,6.02] [0.03,4.10] [0.27,9.64] [0.15,4.76] <0.0001
Tumor Necrosis Factor alpha 9.02 9.09 8.14 9.90 8.90 0.1239
(pg/mL) [1.19, 127.49] [1.19,127.49] [2.00, 18.17] [2.19,22.16] [1.78,17.98] :
] 11633 208.03 91.67 22245 71.56
Interleukin 6 (pg/mL) [0.11,15683.26] [7.55,15683.26] [0.11,1857.83] [22.77,5820.23] [4.01,652.84] 00012
] 621 8.00 621 821 392
Interleukin 8 (pg/mL) [0.04, 881.40] [0.44,881.40] [0.11,278.44] [0.04, 145.52] [0.44,29.02] 00012
Nerve Growth Factor 226 2.26 226 2.20 220 0.038
(pg/mL) [0.01,21.63] [0.01,21.63] [0.46,8.25] [0.46, 6.90] [0.72,12.17] :
' 576.06 763.04 599.99 759.60 42007
Calprotectin (ng/mL) [36.79,5957.01] [60.31,5376.84] [36.79,5957.01] [197.72,4129.89] [36.79,2447.75] 0.0006
SY'_!“SJ‘I’I')AL Leptin (pg/mL) 36160.71 54016.11 23126.79 39506.85 34888.07 <0.0001
ptn (pg [1928.12,522278.22] | [14014.43,522278.22] | [5335.19,58808.60] | [1928.12,79207.03] | [1928.12,101330.36] :
o 695.95 93823 42207 701.88 686.28
Irisin (ng/mL) [61.56, 3099.45] [315.26,3099.45] [61.56.983.08] [161.47, 1270.77] 4212, 152724] | <0:0001
) . 242001 1937.73 3047.42 337291 1501.12
Adiponectin (ng/mL) [300.19,70423.60] [300.19, 6721.39] [689.12, 14901.06] [1194.76,70423.60] [370.24,3730.72] <0.0001
. 4292.68 307342 664821 6943.02 2787.84
Omentin (pg/mL) [0.45, 28995.97] [0.45,940145] [496.86,28995.97] | [1081.05,25688.53] | [130.78,11575.06] | =000
) 4795 4855 4675 103.82 36.02
Osteopontin (ng/mL) [0.78,3253.98] [6.88,3253.98] [0.78,441.11] [15.18, 1400.55] [6.88, 180.41] 0.0013
o | 228 i 211 1.90
Visfatin (ng/mL) [0.13,553.81] [0.49,70.61] [0.13,553.81] [0.42,7.53] [0.53,12.96] 05075
Resistin (pg/mL) 1480.20 1692.08 1390.64 124223 1329.84 0421
g [32.46, 53485.59] [83.70, 53485.59] [52.92,10386.82] [83.70, 18547.89] [32.46, 14574.82] -
. . 426 6.87 259 6.00 2.90
Crreactive protein (mg/L) [0.42, 66.38] [1.44, 66.38] [0.42,20.38] [0.42,27.13] [0.42,19.50] <0.0001
] 201 228 1.55 245 127
Interleukin 6 (pg/mL) [0.08,51.18] [0.08,42.02] [0.12,51.18] [0.16,8.28] [0.08,11.19] 00149
] 319 321 379 352 230
Interleukin 8 (pg/mL) [0.56,402.21] [0.93,24.91] [0.91,13.13] [0.56,402.21] [0.83,8.22] 00152
Tumor Necrosis Factor alpha 6.37 7.18 6.18 6.70 6.08 0.0997
(pg/mL) [1.77,22.13] [1.77,22.13] [2.94, 14.66] [2.59,10.74] [2.63,8.86] !
Nerve Growth Factor 1.52 1.52 1.52 1.69 1.52 02699
(pg/mL) [022,14.81] [0.40,14.81] [0.22,5.19] [0.40,8.31] [0.44,6.52] :
" 69427 851.11 613.63 800.12 588.54
Calprotectin (ng/mL) [205.01, 12307.99] [287.17,6607.95] [205.01, 1837.92] [365.98, 12307.99] [342.92,1291.50] <0.0001
PLASMA Leptin (pg/mL) 36688.11 54392.71 23566.59 39809.19 35530.72 ~0.0001
ptin (pg [4039.08,173177.01] | [23739.58,173177.01] | [4039.08,54817.52] | [5017.56,68130.76] | [6972.63,78971.55] }
- 707.78 859.25 43722 72720 726.02
Irisin (ng/mL) [15.67,1181.91] [421.34,1181.91] [15.67,884.41] [234.19,1059.97] [116.43,1105.78] <0.0001
I . 16406.09 1154455 22357.78 21707.37 11562.39
Adiponectin (ng/mL) [1450.48,59716.25] | [1450.48,52203.90] | [10162.63,59716.25] | [7771.73,4037101] | [4997.58,42515.20] | 00001
Omentin (pg/mL) 26859.10 22317.93 44069.15 41837.49 22449.96 ~0.0001
entin (pg [40.42,114068.21] [40.42, 55037.25] [2444.37,114068.21] | [244437,114068.21] | [2444.37,68850.68] }
. 1371 12.52 14.12 16.40 12.10
Osteopontin (ng/mL) [3.40, 64.53] [3.40,64.53] [4.78,55.83] [4.91,43.44] [5.55,29.52] 01872
o 401 402 423 401 374
Visfatin (ng/mL) [2.20,12.58] [2.20,12.58] [2.42,837] [2.59,6.04] [2.26,6.93] 0281
- 211523 2389.10 1891.16 2657.56 1874.89
Resistin (pg/mL) [791.02, 10079.62] [791.02,8829.96] [958.55,4435.30] | [1045.95,10079.62] | [1194.29,3812.08] 0.0001




Supplementary Table S2. Cytokines and Knee Osteoarthritis (KOA) outcomes evaluated in the patients
series. g: parameter value for a Tukey ladder of powers transformation applied to continuous variables (when
necessary) to symmetrize their distribution and make them more suitable for graphical representation and
linear models for ELISA batch correction.

Variable Type

(units / values) (transformation parameter)
C-reactive protein - synovial fluid (mg/L) Continuous (g = 0.25)
Interleukin 6 - synovial fluid (pg/mL) Continuous (g = 0)
Interleukin 8 - synovial fluid (pg/mL) Continuous (g = 0)
Tumor Necrosis Factor alpha - synovial fluid (pg/mL) Continuous (g = 0)
Nerve Growth Factor - synovial fluid (pg/mL) Continuous (g = 0.25)
Calprotectin - synovial fluid (ng/mL) Continuous (g = 0.25)
Leptin - synovial fluid (pg/mL) Continuous (g = 0.25)
Irisin - synovial fluid (ng/mL) Continuous (g = 0)
Adiponectin - synovial fluid (ng/mL) Continuous (g = -0.25)
Gl lele e i e s T | Omentin - synovial fluid (pg/ml) Continuous (g = 0.25)
Osteopontin - synovial fluid (ng/mL) Continuous (g = 0)
Visfatin - synovial fluid (ng/mL) Continuous (g = 0)
Resistin - synovial fluid (pg/mL) Continuous (g = 0)
C-reactive protein - plasma (mg/L) Continuous (g = 0)
Interleukin 6 - plasma (pg/mL) Continuous (g = 0)
Interleukin 8 - plasma (pg/mL) Continuous (g = -0.25)
Tumor Necrosis Factor alpha - plasma (pg/mL) Continuous (g = 0)
Nerve Growth Factor - plasma (pg/mL) Continuous (g = 0.25)

Variable type

Inflammation markers - synovial fluid

Inflammation markers - plasma

Calprotectin - plasma (ng/mL) Continuous (g = -0.50)

Leptin - plasma (pg/mL) Continuous (g = 0.25)

Irisin - plasma (ng/mL) Continuous (g = 0.75)

Adiponectin - plasma (ng/mL) Continuous (g = 0)
Adipocytokines / Myokines - plasma Omentin - plasma (pg/mL) Continuous (g = 0.50)

Osteopontin - plasma (ng/mL) Continuous (g = -0.25)

Visfatin - plasma (ng/mL) Continuous (g = -0.25)

Resistin - plasma (pg/mL) Continuous (g = -0.50)

Kellgren-Lawrence radiographic grade (1-4) Categorical - four categories

Radiography - baseline Osteophytes score (0-10) Continuous
Joint space narrowing (0-4) Categorical - five categories

KOOS - pain (reversed, 0-100) Continuous
KOOS - symptoms (reversed, 0-100) Continuous
KOOS - functional disability (reversed, 0-100) Continuous
Joint effusion (mm) Continuous
Synovial tissue thickness (mm) Continuous
Kellgren-Lawrence radiographic progression (Yes / No) Binary
Osteophytes radiographic progression (Yes / No) Binary
Joint space narrowing radiographic progression (Yes / No) Binary

Ultrasound - baseline




Supplementary Table S3. Association between cytokines and Knee Osteoarthritis (KOA) outcomes in the
complete female KOA patients series. Table cells show non-parametric correlation-like measures and 95%
Confidence Intervals (95%CI) betwen cytokines and clinical, radiographic and ultrasound severity at
baseline and radiographic progression. Correlation-like measures are: Spearman correlation (continuous or
ordinal outcomes) and Glass rank biserial correlation (binary outcomes). Radiographic progression according
to Kellgren-Lawrence staging and joint space narrowing were treated as ordinal in these analyses. Red color
indicates positive correlation, blue represents negative correlation, and color intensity expresses more
extreme values of the correlation coefficients. Color intensities were saturated to 0.5 and -0.5 for positive and
negative correlation, respectively. IL-6: Interleukin 6; IL-8: Interleukin 8; TNF-alpha: Tumor Necrosis
Factor alpha; NGF: Nerve Growth Factor; CRP: C-Reactive Protein; KOA: Knee Osteoarthritis. KOIP:
Knee Osteoarthritis Inflammatory Phenotype.
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Supplementary Table S4. Association between cytokines and Knee Osteoarthritis (KOA) outcomes in the
KOIP-1 group. Table cells show non-parametric correlation-like measures and 95% Confidence Intervals
(95%CI) betwen cytokines and clinical, radiographic and ultrasound severity at baseline and radiographic
progression. Correlation-like measures are: Spearman correlation (continuous or ordinal outcomes) and
Glass rank biserial correlation (binary outcomes). Radiographic progression according to Kellgren-Lawrence
staging and joint space narrowing were treated as ordinal in these analyses. Red color indicates positive
correlation, blue represents negative correlation, and color intensity expresses more extreme values of the
correlation coefficients. Color intensities were saturated to 0.5 and -0.5 for positive and negative correlation,
respectively. IL-6: Interleukin 6; IL-8: Interleukin 8; TNF-alpha: Tumor Necrosis Factor alpha; NGF:
Nerve Growth Factor; CRP: C-Reactive Protein; KOA: Knee Osteoarthritis. KOIP: Knee Osteoarthritis
Inflammatory Phenotype.

Joint space
narrowing
Progression

K0OS Koos fuln(ﬂional Joint effusion Synovial I.l,(::\]ng':::: Osteophytes ‘:“::r‘:vl‘)::; i(:i:'g'::z
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Osteophytes
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TNF-alpha - plasma
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Supplementary Table S5. Association between cytokines and Knee Osteoarthritis (KOA) outcomes in the
KOIP-2 group. Table cells show non-parametric correlation-like measures and 95% Confidence Intervals
(95%CI) betwen cytokines and clinical, radiographic and ultrasound severity at baseline and radiographic
progression. Correlation-like measures are: Spearman correlation (continuous or ordinal outcomes) and
Glass rank biserial correlation (binary outcomes). Radiographic progression according to Kellgren-Lawrence
staging and joint space narrowing were treated as ordinal in these analyses. Red color indicates positive
correlation, blue represents negative correlation, and color intensity expresses more extreme values of the
correlation coefficients. Color intensities were saturated to 0.5 and -0.5 for positive and negative correlation,
respectively. IL-6: Interleukin 6; IL-8: Interleukin 8; TNF-alpha: Tumor Necrosis Factor alpha; NGF:
Nerve Growth Factor; CRP: C-Reactive Protein; KOA: Knee Osteoarthritis. KOIP: Knee Osteoarthritis
Inflammatory Phenotype.
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Calprotectin - plasma
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Supplementary Table S6. Association between cytokines and Knee Osteoarthritis (KOA) outcomes in the
KOIP-3 group. Table cells show non-parametric correlation-like measures and 95% Confidence Intervals
(95%CI) betwen cytokines and clinical, radiographic and ultrasound severity at baseline and radiographic
progression. Correlation-like measures are: Spearman correlation (continuous or ordinal outcomes) and
Glass rank biserial correlation (binary outcomes). Radiographic progression according to Kellgren-Lawrence
staging and joint space narrowing were treated as ordinal in these analyses. Red color indicates positive
correlation, blue represents negative correlation, and color intensity expresses more extreme values of the
correlation coefficients. Color intensities were saturated to 0.5 and -0.5 for positive and negative correlation,
respectively. IL-6: Interleukin 6; IL-8: Interleukin 8; TNF-alpha: Tumor Necrosis Factor alpha; NGF:
Nerve Growth Factor; CRP: C-Reactive Protein; KOA: Knee Osteoarthritis. KOIP: Knee Osteoarthritis
Inflammatory Phenotype.

Joint space
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CRP - plasma

IL-6 - synovial fluid
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Resistin - synovial fluid

Resistin - plasma



Supplementary Table S7. Association between cytokines and Knee Osteoarthritis (KOA) outcomes in the
KOIP-4 group. Table cells show non-parametric correlation-like measures and 95% Confidence Intervals
(95%CI) betwen cytokines and clinical, radiographic and ultrasound severity at baseline and radiographic
progression. Correlation-like measures are: Spearman correlation (continuous or ordinal outcomes) and
Glass rank biserial correlation (binary outcomes). Radiographic progression according to Kellgren-Lawrence
staging and joint space narrowing were treated as ordinal in these analyses. Red color indicates positive
correlation, blue represents negative correlation, and color intensity expresses more extreme values of the
correlation coefficients. Color intensities were saturated to 0.5 and -0.5 for positive and negative correlation,
respectively. IL-6: Interleukin 6; IL-8: Interleukin 8; TNF-alpha: Tumor Necrosis Factor alpha; NGF:
Nerve Growth Factor; CRP: C-Reactive Protein; KOA: Knee Osteoarthritis. KOIP: Knee Osteoarthritis
Inflammatory Phenotype.
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Leptin-synovial fluid

Leptin - plasma

Irisin - synovial fluid

Irisin - plasma

Adiponectin - synovial fluid
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Supplementary Table S8. Association of synovial and plasma cytokines with clinical severity in Knee Osteoarthritis Inflammatory Phenotypes (KOIP), adjusted
for age, time of disease's evolution and Body Mass Index (BMI). The table presents Spearman correlation coefficients, 95% confidence intervals (95% CI) and p-
values, illustrating the association between Knee Osteoarthritis (KOA) severity measures (KOOS-pain, KOOS-functional disability, and ultrasound joint effusion)
and selected cytokines analyzed in the study. The analyses are adjusted for age, disease duration, and BMI. Results are presented for the entire patient cohort as well
as for individual KOIP groups. KOA: Knee Osteoarthritis; KOIP: Knee Osteoarthritis Inflammatory Phenotypes (KOIP); KOOS: Knee injury and Osteoarthritis

Outcome Scores (reversed scores); 95% CI: 95% confidence interval.

All KOIP-1 KOIP-2 KOIP-3 KOIP-4
KOA Cytokine Spearman Spearman Spearman Spearman Spearman
Severity correlation P-value correlation P-value correlation P-value correlation P-value correlation P-value
[95%CI] [95%CI] [95%CI] [95°%CI] [95%CI]
. . . 0.099 -0.241 0.300 0.146 0.231
Omentin - synovial fluid (pg/mL) [:0.057, 0.249] 0.21221 [:0.487, 0.040] 0.092329 [:0.025, 0.567] 0.070156 [:0.209,0.467] 0.42272 [:0.199, 0.586] 0.29104
KOOS - Pain . . . 0.206 0.118 0.114 0.098 0.461
(reversed, 0-100) Osteopontin - synovial fluid (ng/mL) [0.055,0.348] 0.007798 [:0.176,0.393] 0.43198 [:0.207,0.413] 0.48995 [-0.349, 0.508] 0.67805 [0.153,0.687] 0.0044899
. 0.007 0.047 0.027 0.130 -0.328
Interleukin 6 - plasma (pg/mL) [-0.147, 0.160] 0.93076 [:0.240,0.327] 0.75032 [:0.261,0.310] 0.85728 [-0.366, 0.568] 0.61906 [-0.634, 0.067] 0.10145
. . . . 0.060 -0.202 0.247 0.194 0.206
KOOS‘- F$Fi;lonal Omentin - synovial fluid (pg/mL) [:0.095,0.213] 0.44518 [:0.446. 0.069] 0.14207 [:0.079,0.524] 0.13584 [:0.207,0.539] 0.34369 [0.241,0.581] 0.36769
isabili
0.029 0.164 0.067 -0.215 -0.299
d, 0-100 in6-
(reversed, ) Interleukin 6 - plasma (pg/mL) [:0.124,0.182] 0.70824 [0.122,0.425] 0.26152 [0211,0335] 0.64094 [:0.587,0233] 0.34812 [0.565, 0.023] 0.068168
. . . . 0.007 0.059 0.041 0.324 -0.570
C-reactive protein - synovial fluid (mg/L) [-0.146, 0.160] 0.926 [:0.238,0.346] 0.70114 [0.251,0.326] 0.78781 [-0.062, 0.626] 0.097677 [:0.763,-0.284] 0.00035628
. . -0.029 -0.146 -0.041 0412 -0.538
C-reactive protein - plasma (mg/L) [-0.181,0.124] 0.70813 [:0.403, 0.133] 0.30445 [:0.329, 0.254] 0.78949 [0.089,0.657] 0.013912 [:0.748,-0231] 0.0012901
. . . 0.058 -0.123 -0.184 0.030 0.429
Leptin - synovial fluid (pg/mL) [:0.095, 0.209] 0.45711 [:0.410,0.187] 0.43981 [:0.440, 0.099] 0.2007 [-0.410, 0.458] 0.89965 [0.091,0.678] 0.014337
. -0.062 -0.166 -0.194 -0.034 0.253
Leptin - plasma (pg/mL) 10213,0003 | %% | roa1s 01101 ©238 | oass 01017 | 41998 | [0420,03631 | O8O0 | 10.099,0.5487 | O19632
Ultrasound - . . 0.019 -0.183 -0.107 0.259 0.326
Joint Effusion (mm) risin - synovial fluid (ng/mL) (0136,01731 | “®1176 | [0434,00051 | ©199%* | [0420,02081 | 37 | Loast 05031 | %212 | o021 0.603) | 0064766
. . . 0.236 0.103 0.157 0.634 0.355
Interleukin 6 - synovial fluid (pg/mL) [0.086.0376] 0.0023444 [0.169,0.361] 0.45915 [:0.144,0.430] 0.30618 [0.390,0.795] 0.000012813 [0.035,0.608] 0.030222
. 0.055 0.118 0.142 0.051 -0.321
Interleukin 6 - plasma (pg/mL) [-0.099, 0.206] 0.48514 [:0.169,0.387] 0.42041 [:0.149, 0.409] 0.33893 [-0.351,0.437] 0.80907 [-0.598, 0.025] 0.068546
. -0.003 -0.044 0.141 -0.052 -0.308
Calprotectin - plasma (ng/mL) [-0.156, 0.150] 0.96899 [:0.306, 0.224] 0.75206 [:0.132, 0.394] 03115 [-0.438,0.349] 0.8052 [-0.554,-0.013] 0.040914
. . . 0.162 0.098 0.129 0.123 0.362
Omentin - synovial fluid (pg/mL) [0.008,0.308] 0.040004 [:0.190, 0.370] 0.50697 [:0.184,0.418] 0.42145 [:0.270,0.480] 0.54479 [0.021,0.628] 0.038155




Supplementary Table S9. Association of synovial and plasma cytokines with radiographic progression in Knee Osteoarthritis Inflammatory Phenotypes (KOIP),
adjusted for age, time of disease's evolution and Body Mass Index (BMI). The table presents fold-changes, 95% confidence intervals (95% CI) and p-values,
illustrating the association between Knee Osteoarthritis (KOA) progression according to different radiographic criteria (Kellgren-Lawrence, Osteophytes and Joint
Space Narrowing) and selected cytokines analyzed in the study. Positive fold-changes indicate a higher level of the cytokine in progressors, while negative fold-
changes represents a higher level of the cytokine in non-progressors. The analyses are adjusted for age, disease duration, and BMI. Results are presented for the
entire patient cohort as well as for individual KOIP groups. KOA: Knee Osteoarthritis; KOIP: Knee Osteoarthritis Inflammatory Phenotypes (KOIP); 95% CI: 95%
confidence interval.

KOA All KOIP-1 KOIP-2 KOIP-3 KOIP4

I:ﬁgzai;as;?z:‘c Cytokines F('[];is_s/:l Calr;ge P-value Fo[lg ;%gag €| P-value Fo[l;i ;((;I:Ca In]ge P-value Fo[lg ;;réage P-value Fo[l;i g%gag €1 P-value
Resistin - synovial fluid (pg/mL) [_1.;2"? 18] 0.24462 L3, éf’; ol 0.012175 o 4115§ 89] 0.27554 [_2'217'?;79] 0.58863 [_2;1"2;‘.88] 0.63494

Kellgren-Lawrence C-reactive protein - synovial fluid (mg/L) 1 .llé,li.49] 0.39035 [1A015',521.19] 0.037626 1 .'716??.81] 0.85564 [_2.5;12"517'13] 0.11665 [—1.812',1;06] 0.75714
Radiographic Progression Omentin - plasma (pg/mL) 0 62216 0ay | 0076489 [-2.;)',4;). oy | 012058 | .415‘??5 o | 081773 | 0'5;7_?.3 | oowse27 | slé?iy o | 086185

Irisin - synovial fluid (ng/mL) [_1&;’0?' 10] 0.60394 L 14;25 06] 0.008212 o 4;017 30] 0.68488 L 1';2',116. 31] 0.47166 . 1233 661 0.0012974

Osteopontin - synovial fluid (ng/mL) 1 62211 10] 0.19176 L 1.315’;5 " 0.33122 [_2;"415. 09] 0.12429 [_2';’120. 15] 0.78894 L 1;3',13 411 0.64559

Osteopontin - plasma (ng/mL) 1 3171f 04] 0.14962 L 15;015 40] 0.78026 (1. 9é4f 04] 0.031466 [_2';32”3?. 2] 0.33039 L 1'217',1 1 60] 0.55478

Omentin - synovial fluid (pg/mL) [_1.312'?? 42) | 088754 [1Aog,8§.37] 0.028051 [_2'9";;7_506] 0.03584 [-3.216(,)2.59] 0.90198 [-1.31£.79] 0.28672

Omentin - plasma (pg/mL) [_1.215'??31] 0.86418 [th':g;&ﬂ 0.030952 [—1.;31,115.26] 0.46302 [_5.(_)12"716'61] 0.24345 [_1.117'?;15] 0.19517

Leptin - synovial fluid (pg/mL) (. 11;?3 ol 0.68843 . 0137; 04] 0.034066 o 52115 19] 0.38946 [-2.$,()f. 751 0.80688 [2315411 16] 0.19797

Radiogglslﬁ:;f lll’);-toe;ression Leptin - plasma (pg/mL) [-1 .12??.26] 061333 [1012.’4 23 017 | 0044683 | 1y 520 15.39] 0-84667 [-3.;117',6 19.37] 0.1892 [4.32?543] 0-92611
Irisin - synovial fluid (ng/mL) [_1.;2"05.05] 0.27223 (1. 113?51"3 " 0.40431 [_1';1"13 12] 0.23591 [_2.;;??09] 0.031111 [-1.016,151;. 43] 0.066103

Irisin - plasma (ng/mL) [1117013 " 0.66774 [_1.01;; 4] 0.087542 [_1;"115. 251 0.41349 [_2';’3;"2 " 0.22328 [_1'213;?528] 0.84938
Interleukin 8 - plasma (pg/mL) 1 .015;’2;55] 0.1495 [_1.416?205] 0.35809 [1.02,5;.23] 0.026868 [_2.915?2'09] 0.57305 [_2.:"’515'01] 0.045448
Calprotectin - synovial fluid (ng/mL) [-1.()1é,3i.91] 0.12387 [—2.;1',3;).46] 0.41521 [_1.51(:1;34] 0.3442 [_1.023;?2'71] 0.066658 [1'025"03.29] 0.041223

Adiponectin - synovial fluid (ng/mL) [-1.11é,1‘1l.48] 0.36748 [1A017',626.51] 0.032595 [—2.;;,417.06] 0.099879 [_2.;32’025'52] 0.90321 [—1.417',1;06] 0.54318

Osteopontin - synovial fluid (ng/mL) [-1.014.1,2(13.68] 0.108 [—1.215?;.14] 0.25957 [—1.62?%.79] 0.87745 [1.628.,5??.99] 0.00034539 [_2.(_)2"312'17] 0.20825

JoOmentin - synovial fluid (pg/mL) [-1.()18.,21‘.65] 0.16296 [1112"627.50] 0.010921 [_1.517"2;07] 0.50537 [_2.;317"0;'33] 0.94272 [—1.91(5??98] 0.89549

Joint Space Narrowing Leptin - synovial fluid (pg/mL) 1 .;J.,Of.ZZ] 0.74315 L 1.;,016.3 " 0.73046 [-2.3:32.2 ol 0.0013274 L 14131? 84] 0.59876 . 515’1?97] 0.54063
Radiographic Progression Leptin - plasma (pg/mL) 0 ;é}f osp | 015722 | 1.;11{,017. 1oy | 055993 [23;6(1) 09y | 0016944 [2311216 oy | 04ee7 | 52017 5 | 066752
Irisin - synovial fluid (ng/mL) L1 111'?; 14] | 084859 [_1.;);112.06] 0.15696 [_1;5"1;‘.2 1 | 040734 [_1.213;’2(1).76] 0.34398 [1'015"216. 497 | 0012932

Irisin - plasma (ng/mL) [_1.3:;:1_502] 0.021346 [_1;;1;).03] 0.14487 [_2';;5_‘1"0 1 0.045653 [_1;2"212.20] 0.28199 [_1;1"115. " 0.26456




